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PROCEEDINGS ~ (8:40 a.m.)

DR. BLANCO: Good morning. I'd like to go
ahead and call the 66th meeting of the Obstetrics‘and
Gynecology Devices Panel to order this morning and would
like to take care of a little business issues first, if we
could. Just would like to remind everyone that there's
sign-in sheets outside the door,'if you would please sign
in with your name and YOur affiliation, so that we have a
record of everyone that was here.

I always like to remind, and I'm reminded to

remind the audience, that we don't really want any

outbursts from the audience. Please, when it's the time

for’audiencé Comments, we‘will recognize you. You cah come
to the mike to speak. At the ﬁime that you do, please make
sure to state your name, any’relationship that you may have
with any company bringing business before this committee,
any conflict of interest disclosure, including any travel
per diem or any other relationship with the company .

At this point, I‘dzlike‘for the panel members
to introduce themselves as we go around the table, if we'll
go ahead and start on this side.

MS. MOONEY: Mary Lou Mooney. I'm the vice
president of clinical, regulatory, and quality for SenoRx.
I'm the industry repreéentative to the panel.

_ MS. LUCKNER: Kleia Luckner, Toledo, Ohio. I'm
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the clinical administrator for women's ambulatory, and I'm
the consumer rep. ’

DR. NOLLER: Ken Noller, Boston, Massachusetts.
I'm an obstetrician/gynecologist, panel‘member.

DR. DUBEY: "Anil Dubey from George Washington

~University, embryologist, new to the panel.

DR. SEIFER: David Seifer, reproductive
endocrinologist. I'm a panel member. New Bruﬁswick, New
Jersey.

DR. WHANG: I'm Joyce Whang. I'm the executive
secretary of this panel.

DR. BLANCO: I'm Jorge, George/\Blaanzk_;fm_a

'perinatologist from Texas.

DR. BROWN: I'm Carol Brown. I'm a
gynecological oncologist from New York City, New York.

DR. SHARTS-HOPKO: I'm Nancy Sharts-Hopko,
professor in women's health, College of Nursing, Villanova
University, near Philadelphia.

DR. O'SULLIVAN: Mary Jo O'Sullivan, University
of Miami, panel member, OB/GYN;

DR. ROY: Subir Roy, reproductive
endocrinologist, University of Southern California.

DR. LARNTZ: Kinley Larntz. I'm a piofessor

emeritus of statistics, University of Minnesota, and I work

~as an independent statistical consultant.
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DR. SHIRK: Dr. Gerry Shirk. I'm in clinical
practice in Cédar Rapids, Iowa, and a clinical associate
professor at the University of Iowa.

MS. BROGDON: I'm Nancy Brogdon. I'm the
division director'for the Division of Reproductive,
Abdominal, and Radioiogical Devices, FDA.

DR. BLANCQ: Thank you.

The next issue is introducing the FDA press
contact, Sharon Snider. If you would please stand? Is she
here?

MS. BROGDON: I don't believe she's here vyet.

she is your press contact.

All right. Let me'go ahead and turn over the
meeting to Dr. Whang for a few other items of houSekeeping.

DR. WHANG: Good morning.

The next scheduled,meeting of this Obstetrics
and Gynecology Devices Panel is for October 21st and 22nd
of this vear.

Today, we have five temporary voting members,
Dr. Anil Dubey, Dr. Kinley Lafhtz; Dr. Kenneth Noller, Dr.
Subir Roy/ and Dr. Gerald Shirk.

"Pursuant to the’authority granted under the

Medical Devices Advisory Committee Charter, dated October

27th, 1990, and anended August T8h, 1895 T appoint the

DR. BLANCO: Okay. Well, she will be here and
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following individuals as voting members of the Obstetrics
and Gynecology Devices Panel for this meeting onyJuly 22nd,
2002: Anil K. Dubey, Ph.D., H.C., Kinley Larntz, Ph.D.,
Kenneth L. Noller, M.D., Subir Roy, M.D., Gerald J. Shirk,
M.D. For the record, these people are speciél government
employees and are consultants to this panel. They have
undergone the customary conflict of interest review and
they have reviewed the material to be considered at this
meeting, " and this is signed by David W; Feigal, Jr., M.D.,
M.P.H, the Director of the Center for Devices and
Radiological Health.

I will now read the conflict of interest

statement for this meeting. “Thékfollowing announcemént

addresses conflict of interest issues associated with this
meeting and is made a part of the record to preclude even
the appearance of an imprqpriety,

"To determine if any conflict existed, the
agency reviewed the submitted agénda and all financial
interests reported by the committee participants. The
confiict'of interest statutes prohibit special government
employees from participating in matters that could affect
their or their employers' financial interests. However,
the agency has determined‘that‘participation of certain
members and consultants and the need for their services

outweighs the potential conflict of interest involved and
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is in the best interests of the government.

"Therefore, a waiver has been granted for Dr.
Kinley Larntz for his interests in a firm that could
potentially be affected by the panel's recommendations.
The waiver allowing him to participate fully in today's
deliberations involves his unrelated consulting services
with the parent of a competing firm. He receives fees that
range between $10,001 and $50,000 a year Copies of thlS
waiver may be obtalned from the agency's Freedom of
Information Office, Room 12A-15 of the Parklawn Building.

"In‘the event that the discussions involve any

other products or flrms not already on the agenda for Wthh

an FDA part1c1pant has a f1nanc1a1 1nterest the

participant should excuse his or herself from such
involvement and the exclusion willybe noted for the record.

"With respect to all participants, we ask in
the interest of fairness that all persons making statements
or presentations disclose any current or'previous“financiald
involvement with any firm whose products they may wish to
comment upon." V

Today's transcripts are being taken by Friedman
& Associates. They're in Rockville, Maryland, at (301)
881-8132, and today's meeting is being Videdtaped by FDA

Live. They're in Rockville, Maryland. They can be reached

.3t (301) 284-0001. .. ..
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Thank you. -

DR. BLANCO: Thank vyou.

Moving right along, I'd like to introduce Mr.
Colin Pollard, chief of the Obstetrics and Gynecology
Devices Branch, who will make some introductory statements.

Colin?

MR. POLLARD: Thank you, Dr. Blanco.

I’just have a couple of brief comments. So
first of all, I just wanted to welcome all of you to our
panel meeting today. I know several of you had to come
from very far and all of you are taking time from very busy
schedules to provide usyWi@h,importantkinput, o
I, first of all, just wanted to announce that
we have issued a Level 1 Guidance Document‘fdr Adhesion
Barrier Devices. This is the culmination of a panel
meeting that we had about two years ago. This guidance
incorporates comments from the industry and clinical
community and represents a joint collaboration with another
division in our Office of Device Evaluation for these kinds
of products, ahd we hope that it will further provide help
to people developing products in this impdrtant area.

I’d like to next turn to the first agenda item.
You may or may not remember that in May of 1998, FDA issued

a Public Health AdVisory on Vacuum-Assisted Deliveries and

~the devices used for them, essentially sharing information
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that came out of our Mandatory Device Reporting System, and
since that and, of@cogrse, that advisory itself'generated a
lot of interest and activity and comments and concerns
about these kinds of devices, and Siﬁce”that‘pdinty dur'
Office of Surveillance and’Biometrics has done continued
work in that area and the Office of Surveillance and
Biometrics has taken the initiative‘to apprise the panel
and apprise us, of course, on the results from;that, and
this represents an effort on,their part to engage with all
of the different advisory panels to show and to illustrate
some of the things the agency is doing in the area of
postmarket_following yaricus dev;qgs;

R %Eis is’éséeﬁtiélly'aﬁ infofmational
presentation just to let you know what's going on. I think
certainly at Dr. Blanco's discretion, he'll entertain a few
questions, but essentially it's juSt to let you know what's
going on,in‘this area. So with that, I'd like to introduce
Danica Marinac-Dabic, Who will begin the presentation.

Thank you.
DR. BLANCO: all right. Thank you, Colin.
While we're waiting for Dr. Dabic, just wanted

to remind everyone that we will try to keep on time. So

‘make sure all the speakers that are coming, that you do

stay on time. We'd like to be on time.

_ Welcome.
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DR. MARINAC-DABIC: Good morning.

My name is DanieakMarinae—Dabic T work for
the Epldemiology Branch of the Office of Survelllance and
Biometrics here at CDRH. Dr. Barry Schifrin and I would
like to thank you for the opportunity’to be able to present
this morning an update on the CDRH pOstmarket activities in
the area of vacuum-assisted delivery devices.

As an introduction to Dr. Schifrin's talk, I
would like first to give you a brief background information
on the events leading to the 1998 Public Health Advisory as

well as an update on the number of the reports received by

the agency in the years follow1ng the adv1sory After

that as the main part of today s presentation Dr.

Schifrin as the principal investigator will give you

results of the Phase 1 of the FDA-sponsored study titled

"Adverse Outcomes Associated With Vacuum—Assisted
Deliveriee." |

The number of reports received by the FDA
related to vacuum-assisted delivery devices began to
increase in years 1993 and 1994. As you can see prior to
that, on average, we received one report per vear. The
total number of reports that the Public Health Advisory was
based on is 30, and as you can see, the distribution, the

year distribution was presented in this slide. This is

essentially the same number of reports,'thehsamegtime
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period, the same database. It just presents a distribution
of events and serious injuries and you can see there,
particularly in the period from 1994 to 1997;'We“see the
increased number of death reports associated with vacuum.

Major types of complications reported to us
were subgaleal hemorrhage, cephalhematoma, and intracranial
hemorrhage. The informationkthat’we were able to obtain
from those adverse event reports were very limited. In
addition to the number of deaths and injuries that were

reported and also the types of complications, we were able

‘to see that all major vacuum-assisted delivery devices
manufacturers were represented as well as all vacuum types

HOWGVGI‘, the most crltlcal 1nformatlon was sometlmes

missing from those repcrts and particularly'the patterns of
use of vacuum, including number of events or duration of
vacuum application. Also, the clinical environment data
were missing, including the fetal and maternal condition
and timing of injuries.

I think it's important to put the data that we
have received into the perspective, and I would like to
just give this table to you as a national data that we were
able to obtain prior to the Public Health Advisory that was
published in 1997, the National Vital Statistics Report,
reflecting the data from the 1995 and we can see that at

that year, 5.9 percent of tctai;deliVeriesToccurred with




10

11

12

14
15
16
17
18
19
20
21
22
23
24

25

16
the assistance of the vacuum. One can also‘noticera
dramatic increase in the use of vacuum from Year 1989 when
only 3.5 percent of all deliveries was completed with the
assistance of the vacuum extraction.

Of course, there were numerous pogsible reasons

for increased number of reports and some of them are listed

on this slide. First one that I'd like to point out is

increasing vacuum use, ag documented by the national data,
also the second possible reason would be the change in the
reporting requirement, namely the introduction of the User

Facility Reports that overlapped with the year‘when we

began to notice an 1ncreased number of the reports Also‘

potential underr porting 1n prev1ous years was also

possible reason as well as the increased incidence rate of
adverse events.

CDRH convened an ad hoc committee of experts to
look into this issue and provide recommendation. On this
slide, we have listed some of the activities that the
committee undertook, including the adverse events reports
review, followed by the extensive literature and labeling
review, dialogue with manufacturers;“and also‘dialogue with
clinical users. We performed three user facility
investigations at that time and consulted with professional

organizations, including ACOG, American College of Nurse—

Midwives, Amerlcan Academy of Pediatrics, and finally,
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after internal and external review, the Public,Health
Advisory was issued on May 21st, 1998, and it was titled
"Need for CAUTION When Using Vacuum-Assisted Delivery
Devices."

The purpose of the Public Health Advisory was
to advise medical community that vacuum may cause serious
or fatal complications and also to prov1de gu1dance on how
to minimize the risk. It provided detailed
recommendations. They were meant for both obstetrical and
neonatal community and stated here that only trained

professionals should be using the vacuum, also to be aware

Of indications, contraindlcations and precautions always

Mread the 1nstruct10ns; and what s very 1mportant to alarm

the neonatal care community that device was used so they
can look for the specific signs and symptoms for
complications, of complications, and of course report this
to the FDA, and these are some of the post-advisory
activities ongoing here at the Center of Devices and
Radiological Health. Of course, the review of the adverse
event reports continues and as Colin Pollard just said, the

FDA also sponsored the study titled "Adverse Outcomes

,Assoc1ated with Vacuum Assisted Dellvery Devices.

This is just a brief update on the number of
reports that we have received. As you can see in the yvear

following the Public Health Advisory, 1998, there was a
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peak of the reports and then,the;numberydeoliheéf The last

" data that we have ended with the end of month of June thlS

vear. All together, we have recelved 170 reports 26 of
them were deaths and 144 of serious injuries. Nationally,
we can see the increase of the vacuum continues. The
number for the 1998 is 6 percent of total deliveries.

- With this, I'd like to turn the podium over to

Dr. Schifrin, who will present the Phase 1 of our joiht

study. - He was the principal investigator for this. The
analysis of the second phase is underway. So you'll be
able to see only the results of the first phase today.
‘LThank you very much - )
”DR BLANCO “Thank you:very muCh;h
DR.'SCHIFRINf"MY'namé is Barry Schifrin. I'm
an obstetrician perinatologist. I'm professor of
obstetrics and gynecology at Loma Linda, and I'm direotor

of the Residency Program at Glendale Adventist Medical

Center in Glendale, California, and I want to thank the FDA

for the opportunlty to begln and undertake thlS study and
it was as 1nformat1ve and to me prov1ded great revelatlons,
notwithstanding the fact that I hadfthought I'hadysomee
familiarity with the subject.b 4

DR. BLANCO: Excuse me, Dr. Schifrin.

Just>for the reoord},ahy confliot of”interest?

DR. SCHIFRIN: No, no. No conflict.
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DR. BLANCO: Sorry. Thank you.
DR. SCHIFRIN: No conflict.

- The primary focus of the stﬁdy was to lobk‘at
the other apparatus and not only the vacuum apparatus
itself but essentially the decisionmaking apparatus
surfounding the use of the vacuum deviée;“and for this
purposé,‘aS'suggested by Danica Marinac, we'néedéd to know
something about the condition of the baby;:thé“sétting, the
circumstances of labor, and the number of factors about the
previous hiStory, about the physical attributes and
presentation of the fetus to bBe able to make sense out of
the use patterns of the vacuum..

e ’KThé“othef issue and perhaps‘drawback‘of the‘
advisory'waS”the implicit notion that all of the adverSe
outcomes associated with vacuum deliveries were in fact
related to the vacuum itself, and the fact is that a number
of the babies who had ischemic injuries, it is obvious that
those could occur at any time. We cQuld'undérStand'that -
traumatic injuries related to adverse ocutcome might,
certainly berreiated to the delivery and this seemingly

characteristic hemorrhagic phenomenon called the subgaleal

was almost certainly related to‘the,vacuum‘itsélf, and

while it is reasonable, also, to attribute intracranial
hemorrhage to the vacuum and forceps, the fact is, as

you'll see, the most frequent kind,of neurologic’injury
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associated with thé vacuum is hypoxic-ischemic
encephalopathy and not the subgaleal hemorrhage, the
intracranial hemOrrhage, or even the traumatic hemorrhage.

The cases, and there were 203, and they derived

from malpractice cases, peer-review, referrals. They come

k'représent the group of patients at increased risk of

adverse outcome. They were attended in the vast majority
of them by board-certified obstetricians ‘and a small group
by obstetrical residents, midwives and others who are
multiple providers.

Theyimporﬁant emphasis here is that’these’
pétienté'wéfe not‘selectéd. They‘Were’selected clearly
because they had a vacuum, but it was not the vacuum
necessarily that brought the patieht tokattentibn, and we
studied these 203‘patiénts, loOking at numeroﬁs obstetrica1
and neonatal factors related not only to the delivery
itself but those factors‘relatéd‘tb’ﬁhe prOéess, to the
deCisioﬂmakiﬁgRépparatus)rahd,'as wé‘ll‘seé just briefly,
in terms of physician behavior.

I will share with you, now'that you have copies

of all of these data in the handout, the majority of the

‘patients were nulligravida, nulliparita. They had no

previous vaginal delivery and almost half of them were

Bighorisk by one of the rather loose definition. You can
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see the iHCidénée“bf_theeVariggggQﬁher piobiems Which would
confer risk on the patient population.

You can see thatuas,part of the actual delivery
itself, that forceps were used in 8 percent, vacuum -- I'm
sorry -- forceps, more than one application of forceps,
more than -- that should bektwe_applications of the vacuum
were applied«in 50 percent of them. - That is a rather high
number. There were 4 percent of the patients had ruptured
uterus and almost 25 percent of the patients was a shoulder
dystocia”encountered, an extraordinary incidence. A normal
expected ineidencekof,shoul@egmdystecia associated with
vacuum might be anywhere from 5 to 10 percent.
| o fhenfeaturééméf,léﬁéfethatwﬁh?fﬁdj5fitykOf

patients were in fact in spontaneous labor, but a

considerable percentage were in fact induced. More than =

half had epidural anesthesia and»almqspuéQ percent of them

had a prelonged second stage of labor. The indications by

"parity, this is para zero,‘are those who had no previous

vaginal'delivery,'para‘l; those who had previous delivery
whethe:,vqginal or not, and then there's all cases, and I
emphasize to you that theseknumbe;swadd,up to more than 100
pereent because very many of them, there were multiple
"indications" for use of the procedure.'

We believe it is a test of the quality of
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deliveries that are required is in fact a test of the =
quality of obstetrical care that is being delivered. The
Hail Mary pass may be good theater but it is not good
football. Emergency deliveries may certainly be necessary

but it's hard to relate it to good obstetrics.

One of the features and rather curious features .

is that one gets the notion that many of these deliveries,
they are trying to facilitate or speed up the delivery, and
under normal circumstances having the patient begin pushing
before she is fully dilated, before the cervix is fully out
of the way, is probably not a very productive practicei
Fundal pressure Thls applles to the use of manual
pressure on the uterus to help to get the baby statloned
This is not in response to the shoulder‘dyst001a but this
s1mp1y an attempt to help w1th the vacuum delivery, and the
number _and frequency of these maneuvers. speaks for attempts

at intervention.

These two slides in your handout are the same.

They just present one as tabular, one as graphic, and what
you see here is the route, the'ultimatemroutefindeliY¢rY-
It is necessary to remember that all of these patients had

vacuum as almost invar

1y the first attempt to get the
baby delivered, and YOu can see that, depending upon which

group, 1n all cases, only about 60 percent at max of the

‘patients were actually dellvered_bypthe vacuum. I share .
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with you that a‘ncrmal_ﬁailurerxépegisrqugt_S percent.
That is 5, perhaps 6 to 7, percent, and the conventional
literature suggest that. In this caSe, it was at least 40
percent or more, dependlng upon the group

- In terms of the neOnatalwputhme,‘you can see

that the majority of the babies had low Apgars, certainly
at one minute, a third of them had low Apgars at five
mlnutes, 25 percent or thereabouts were large, greater than

4,000, more than almost two- thlrds of the babies requlred

admission to the neonatal intensive care unit, and maybe 4

percent or thereabouts required extensive resuscitation. .

In terms of the neonatal compllcatlons, they‘re

;llsted for yothere The 1tem of 1nterest w1th regard to’:;'"""’

the vacuum was the appearance Oftmore'than;halﬁwhadm R

cephalhematoma and,moregthan,helﬁ,required a neonatal
length of stay more than two_days.

In terms of the radiologic findings, you can
see that about 15 percent of the population had subgaleal
hemorrhage but that the most frequent injury in this group

was the injury associated with ischemic brain injury.

‘About a little more than a quarter had bleed with or

without some of these co-existed, of course, but far and
away, the most common cause of the injury was ischemic and
not “‘6bviously traumatic or hemorrhagic.

In terms of the long-term outcome, there was
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three stillbir;hsm,wThexewngﬁmlgwneonatal,deathsrhtWQ_.
iater deaths. ;Therewwéreclzgﬁxégﬁyﬁss, 20 permanent Erb's
palsy, which represented about,40‘per¢ent of the babies who
hadkshouldeywdystOCia,‘and 126 or 62 percent ofjthé'babies
had cerebral palsy, in great measure explained by the
providencé of the cases, and this illustrates when the
timing, going to use théﬁfetal,mgnitorwin;anmatpempt to
time the ischemic event, and you can see that the vast
majority or not the vast majority but certainly about half
of the patients are in fact injured. The babies are

injured during the second stage prior to the application of

the vacuum.

1 share with you this tracing, and for those of
you not familiar with the tracing, I will try simply to
deal with the major pdints‘that I‘m trying”to emphaSize in
this case, and it willpillustratewygry briefly‘how we use
the monitor, the fetai mohitor,yfo make‘the’diaghoSisrof
injury.

If you focus only on the red, you can see that
the mother is having frequent contractions. Those.

contractions are about a minute and a half apart. So I

think it's about 15 minutes across that slide, and the red

arrow represents pushing with contractions, and you can see

with each effort of pushing, there is a deceleration in the

~ heart rate. The horizontal red line is the baby's baseline
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which it has had for its entire labor and the first two

hours of the second stage in this labor, and I call your
attention now to the green arrow which is what‘hasuhappened
to the’baselinelasfthefbaby develops greater and greater

stress, the decelerations become longer. There are periods

of time just before the red vertical arrow where there is

no baseline between the contractions, The baby is

obviously deteriorating under these circumstances and

notice that the relentless pushing is maintained despite

the deterioration of the fetal condition. .~

Here, you see onﬁtheﬂleft;the,tworaKEQWSW;M_rWW,r_'_ .
assoc1ated w1th pushlng and now for the next four _

contractlons there are no. deceleratlons and you have a hlgh

flat heart rate pattern with no variability. I believe
that is the diagnosis of neurologic injury. At the end of
this slide, at the‘right edge'of this slide, they apply a
vacuum which creates the beginning of that bradycardia.

They take the vacuum off and apply the forceps. They take

the forceps off and apply the vacuum. They take the vacuum

off, apply the forceps. They discontinue the forceps. The

baby's in the middle of thiswprofOund bradycardia. The

“head is stuck. There is shoulder dystocia. They try

various maneuvers to get the baby delivered. The baby will

eventually have severe,neurglogiC‘injury, including

subgaleal;hemo#?héseeéndgﬁﬁbis,Pa1SY<M What we believe that
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this apprbaéh allowskyou to do is to show that
notwithstanding the other problems, the baby's initial at
1east neurologic injury‘0ccurred‘long‘before, réasonably
beforepthgwappligatiOn of the vacuum.

The hypotheses for Phase II relate, as might be
inferred, that experience was”no;\prote¢tive/of injury’and,
parenthetically, the”largest npmber of Vacuum applications
in this study was 16. The longest duration‘of application
was the better part of an hour. These are seemingly out of
the realm of what experience teaches us, that as I
suggested before, that the urgency of delivery is not an

unreasonable endpoint for evaluating the quality of

obstetrical care. The methodology we will use, as I say,

is a control group and we have derived a control group of

almost 200 patients from four California hospitals

involving both private community hospitals, university

hospitals, and a large municipal hospital which is
university-affiliated.
The objective is to understand not only the

effects of the vacuum itself but the conduct of the labor

26

in the second stage and to try to answer or help to answer
the notion of”howuthggekinjurieé ocCﬁr andywith th$ ;

understanding that it is unlikely to be just a simple

‘problem with the vacuum.

_ Thank you very much.
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“ DR. BLANCO: Thank you, Dr. Schifrin.

'Doesyany'Of thé panel members have any
questions or comments concerning the presentation?

DR,fO'SULLIVAN;,,Barry, considering that this
is only the cases that‘were reported; in the‘process of
looking, didjyou havejthé opportﬁnity in the control
hospitals or in the control cases¢towlqgk at just vacuums
in general? |

DR. SCHIFRIN: Yes, that is what we did. The
way you got into the control‘grdup is you had a vacuum
delivery.

DR. O'SULLIVAN: Okay, and the incidence of

complications associated with

DR. SCHIFRIN: Thatwwillybe‘the,subject, but it

is quite small, and the most obvious is that the failure .

rate in the controls is 5 pércent[’6 percent, sOmething
like ﬁhat, and the shoulder --
DR;‘O'SULLIVAN;, I'm sorry. T guess I was not
quite listening at that point.
- DR. SCHIFRIN: Thg”ShQﬁldérmdyStdcia rate was

about 5 percent in those. So simply the most stunning

statistic was the failure rate of about 50 percent of the
vacuum. This is everybody. A vacuum is tried and it in
fact failed 50 percent.

Just as a sidelight, there was no simultaneous
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preparation for Caesarean section where it was failed. So

‘this creates a scenario where you have to keep doing it.

You:have,tokkeep prOcéeding‘becéuse havingﬂnot antiéipated
failure, YOu're obliged now to make the best you can under
the circumstances.

DR. LARNTZ: This is Kinley Larntz.

I'm a newcomer to this panel and just a
statistician, but I would have thought the control group,
if you're worried about the vacuum, the effect of the
vacuum, you'd haveya,dontrol group that_would be n¢t4
vacuum-assisted.

4 HDR.”SCHIFRIN:‘ I'm sorry? ;
that would be not vacuum-assisted, and I think that would
be important to compare if‘you were interested in the
effect of the vacuum. ,

DR; SCHIFRIN: We'wéuldMVEry much have 1ovédk
your input at the time we did this. We made a number of
efforts to try to satisfy that iSsue and could not come up
with é reasonable strategy to do that since the
decisionmaking apparatus does not make that, it seems to
me, as satisfying a comparison as you might think.

| We certainly went through,it and this weht
through a large number of debates about the control group.

The only thing I can say is I'd be happy -- there's perhaps
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not enough time to share all of the issues with you.

DR.'NOLLER; Because,nowvan,attending must be

_present when a resident does deliveries, is it going to be

posSible in'PhaSe II for you Edﬂdétérminé‘who‘éétuaily"

'applied the device and whether it was applied multiple

times, who did it each time?
DR. SCHIFRIN: I share with you two pieces of
information. Medical records are hopelessly inadequate for

obtaining that and that may be one of the ultimate

recommendations that will come out of this. The second .

issue -- and I would challenge you all who are clinically

involved. There is an ICD-9 code. I do not remember what =

it is offhand. There is an ICD-9 code for a failed vacuum.
In no hospital that we have yet called, and we've called a

number of them, including all the hospitals that have

participated in the study, no one has any record of a coded

failed forceps. You can't find it in the record.

The last thing I would share with you is the
deposition statement‘of Qne,of the‘physicians who was
peripherally involved in Qne,QfMthQSG cases, and,he’said
simply "if it was an easy Vacﬁum, I might not‘evén record

it in the delivery note." So this approach makes this

undertaking, trying to make sense out of the medical ...

records, challenging to say the least.

 DR. NOLLER: That was really my point. I don't
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think vyvou're going to be able“to tell the difference
between”attending and resident’deliveries.‘,It'llhall be in
one big bundle probably. ’ |

DR._ SCHIFRIN: The interesting thing, at least,
about the control groﬁp, about the stUdY'grbup[‘is that the
vast majority of themﬁaré board—certified obstetricians
without a resident anywhere in sight.

'DR. BLANCO: Any other comment and questions?
T just wanted to ask you. One bi the things that came
across in your presentation to;mefis‘the fact that the
indications obviously are going to bé very important[ and

one of the things that a lot of clinicians utilize the

vacuum as sort of what you said, the emergent patient who's

not quite ready‘to, ydu know, be delivered any other way
and so you "uée the vacuum."

‘Iwwondér,qﬂAre you going to be able,towseparate
from your data'ih that settiﬁg whether it wés bad judgment
in applying that as opposed to, you know, the“vaguummitéelf
creating the problem? Do you"unders;andwwhere,Ifm getting
at? | | |

DR. SCHIFRIN: I understand, and I'm going to
try to answer charily. I think this is about behavior. I
don't know how you explain 16 applications of a vacuum
under any clinical'circumstancesj,“There,a;gmportions of

ha

re difficult emotionally to deal with,
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- that somebody would apply a vacuum 16 times or leave it on

~for an hour.

You may have seen the "20/20" show and this is
just hard to deal with; but ultimately it‘seemsyto me that,
as 1 suggested in the presentation, that we need to
decrease the urgency of the deliveries and maybe that is a
test of what we can dq, and as I’tried to share with vou,
with the tracing itself, that the conduct of the segqnd_
stage, that the maintenance of the pushing as the baby is
deteriorating is something we need to perhaps rethink and

that the whole objective is to make it an easy vaginal

dellvery or easy Caesarean sectlon ‘ There s nothlng in

thls study thus far that suggests we should do away w1th
vacuums .

DR. BLANCO: Thank you very much. Thank you,
both of you, for a very nice presentation of the
information to the paﬁel. |

I would like to go ahead and continue with the
rest of ﬁheypanel meeting, and before we begin, and we'll
begin with the open public hearing, I'd like to go ahead
and remind all of the;presenters te‘introduee_ﬁhemselves
and to describe’any potential conflict of intﬁe}rest.wlualsow
would like to remind the presenters, to the panel who have

not already done so, that they should provide the FDA with

a hard copy of their remarks, including overheads. Kathy
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~Daws-Kopp -- Kathy, would you please stand? -- will be

available at the podium when you come up to collect these
from vou at that timé. |

Having said'that; wé‘ll»gokaheadgand begin with
the folks who have signed in and requested time for
comments,to the‘panel“during the open public hearing. I
just-would 1ike_to,reminduthé,speakers that we normally
have about five,minutes,fdr each of your presentations, and
then at the end of the speakers that we know would like to.
present before the panel, we'll open it up if there's
anyohe else in the audience who would 1ikewto,mékewsqmg o
brief comments.

© The first person that T have on my list is Ms.
Gabriella Avina, R.N., from Martinez, California, if you
would please come forward.

Thank you.

MS. AVINA: Thank you. Good morning. Please
keep in mind that it's 6:20 in California, and I just got
here last night. But thank you'veryrmuCh. My name is
Gabriella Avina, and 1 appreciate the chancektc share my
story tOday."

I'd first like to share with you this picture,
I know you can't see it, but it's of my family, and as you

can see, that picture's very full. So we were done with _

_our family planning. I'd like to --
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DR. BLANCO: I'm sorry. Would you please, if
you have any affiliatioh With an orgahi2ati6n -= |

MS. AVINA: T was Just getting to that.

DR. BLANCO: Thank you.

MS. AVINA: My trip’tdday was paid for by
Conceptus. I'm beingjreimbﬁrsedkforrmy éxpénses, and my
husbandwand I did purchase shortly‘aﬁter:having thekdeyiqe»
implanted, Wéfdid‘puréhase'a small amount of stock.

Is that all yvou needed to know?

DR. BLANCO;,'ThankVYOu.~'Thatfs fine.

MS. AVINA: T am a registered nurse and I have

been a:nursé for,16,yéars. That time has been spent in the

maternal/child field of nursing, and in 1991, I received a

Master's degree with an emphasis on reproductive‘health;

I'm married. I have three children, and after the birth of

my second child, we had made the decision to not have any
more children.

T résearChed my options very carefully and at
that time made the decision that I didn't want to have .
surgery because I'd already had several surgeries for
endometriosis and thenQI,had;EQ haV$ an emergency colectomy
after my secoﬁdkdaughter, So Wefdp?ed,tq f0regO‘fOrgthe;
most important reason, that I was just too busy to have

surgery and go through the operation and the recovery. 5o

in October of '98, I had an IUD placed. Seven months.
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later, I:found out I was pregnant with my third,son, my
third child, and it was a very complicated pregnancy but he
was born,in,afhéalthy:delivery in‘Janugry. SQ we were
faced with the same decision again, what to do about birth
control.

'So after some discussion, actuallyklots of
discussion, chonvinced my husband to,have a vasectomy, and
in March of,ZQOQ,:he had -- i'm,going to spare you his
story about his vasectomy becaﬁse that would ruin the day
for most. He had his sperm analysis in May, and it was
virtually cleér; It Was negative’for_sperm; but on the

advice of our physician, he was to return in 60 to 90 days

' and have a repeated sperm analysis. So he returned and had

a sperm count of 70 million, which was so high that they
assured us that was a lab error and being in the medical
field, I was sure it was a lab error.

So I calméd him by telling him, we'll just do
another analysis in the morning and ifﬂllfbé fine( and‘ﬁe
did, he repeated it again without abstinence. It was 36
million, and he was devastated and all I could think about

was what are we going to do now? So I was hoping there was

still some small possibility that that wasn't correct. So

being that I'm employed in a reproductive health center, I

took some sperm with me to work and had our embryologist

it and she assured me that those tests were in fact .
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1 correct.
2 So it was about that time that I heard ‘about
3 the clinical. trlals for Essure and 1t dldn t take too much.
4‘ | time for me to dec1de that I had nothlng to lose, reallyﬁ‘””t"'t
5 Soyln October of 2000, I had the dev1ce,1mplanted,'and in
6  January of 2001, I had my hysterosalpingogram, which
7 documented that T was blocked. It brought about a peace to
'8 - my llfe and to my relatlonshlp that I cannot express to
9 you; To have the hlstory that we had with having chlldren
10‘ we neededitohﬁlndusomethlng that we could go about our life
11 ‘and our marriage with comfort'and security. That's What
12 the Essure dev1ce did. for us.
rpijk;;"”Whlﬂ o In c1051ng, I d llke to say ‘one 1ast thlng 'tiﬁLVH -
14 the beginning, I told you that I'm a wife and I'm a'mommy
15 and I'm a nurse, but most importantly, I am a woman, and I
16 speak for all women today when I ask for you to allow us to
17 have anOther QontraCeptive option because we deserve it.
18 Thank you very much.
19 - DR. BLANCO: Thank you.
20 Our next Speaker that i have on the’iist‘is
21 Caroline Costello from the Division of Reproductive Health,
22 Centers for DiseaseUCQntrol,kﬁ
23 MS. COSTELLO: Good morning. My name is
24 Caroline Costello, and I WOrk in the Division of
25 j_\RepreductiVe_Health_at the Centers for Disease Control. .. ... .
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I will be here representing the CREST Study
Team and my colleagues at CDC and Bert Peterson at the WHO.
I waskihvitéd hére téday‘to discusskthe sterilization;'
failure method, steriiiiationwfaiiﬁre:rateé‘ddcumented’in
theklargest perspective U.S.'study'onkfemaleutubal
sterilization. The U.S. Cdllabbiative,ReView 6ff B
Sterilization is often referred to by the acronym CREST and
was chdugted/by the CDC;and’With suppbrt‘from the National
Institutes of Child Health and Human Development. |

’BétWééﬁ'1978 and 1987, the CREST Study enroiled

women scheduled for tubal sterilization at one of 15

participating medical centers in nine U.S. cities. A total

of 12,138 women were enrolled, Follow-up was attempted
annually by telephone for five years. :Women,whoyenrolled ,
before 1983 or eérlier also received an additional follow-
up interview eight tdfl4”yea?SLafter the sterilization. A
Woman‘S'followeub ceased only if she’refused to be

interviewed, had died or had aborted a pregnancy, repeat

 tubal sterilization, sterilization reversal or

hySterectomy.'
'For the analysis of pregnancy following tubal

sterilization, the CREST data set was restricted to women

who had the same method of tubal sterilization on each
fallopian tube and whose method of tubal occlusion was .

laparoscopic unipolar coagulation, bipolar coagulation,
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silicgnewrubber,bandiappiicatien;'or‘sprinb clip
application or partial salpingectomy performed by
laparotomy. The final analysis data set included 10,685
women whose median age at the time of sterilization was 30.
Most women were“white‘nen-Hispanic or black non-Hispanic
and almost 80 percent had a high school degree; EightY—two
percent:were currently married or had'previously been

married and almost 90 percent had been pregnant at least

twice,

Of this CREST Subset, approximately 90 percent

of the women were interviewed at the first year of follow-

up, 75 percent of women were 1nterv1ewed at the flfth year

‘of follow up,‘and 60 percent had the extended follow up

eight t0‘14 yvears after sterilization. During the annual
telephone follow-up interview, women were asked, since your
tubal sterilization, have you had a positive pregnancy test
or been told by a physician that you Were'pregnant? If a
weman respondedyaffirmatively,‘the interviewer then
completed a separate form which requested detailed

information on the pregnancy. “The information requested

was the date of last menstrual period, date of pregnancy

diagnosis and gestational age at diagnosis, date pregnancy

"ended and the gestational age at termination. Whenever

possible, medical records were obtained for review.

Requested records included results of pregnancy test,
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nitrasound exams/ et oetera;
Allainfornation oollected on each pregnancy
that was reported during the CREST follow-up was thoroughly
evaluated by the CDC*principal investigator, Bud Peterson,

and the prOJect dlrector at the medical site where the

‘sterilization was performed. The pregnancies were

classified into four groups: true sterilization failures,
luteal phase pregnancies, Whioh refere to pregnancies
conceived prior to steriliZation but identified after the
procedure, pregnancies thatmeCurreduafte:,reanastomqsis;or
in Vitro fertilization, and‘prégﬁaneies with'toollittle'y
information to be cla531f1ed 1nto the prev1ous three o
categoriesk A total of 143 of the pregnanc1eslwere

classified as true sterilization failures, 34 were

classified as luteal phase pregnancies, and 16 pregnancies

occurred after tubal reanastomosis or in wvitro

fertilization. Five pregnancies remained unclassified

because of insufficient information.
Thek1ife,table'Statistical’method was used to
calculate the cumulative probability of pregnancy per
thousand sterilizations at each year follow1ng the
procedure Thekcumulatlve probability w1th 95 percentf
confidence;intervals”are plotted indthie figure, At one-

year post sterilization, the probability of having a

pregnancy following sterilization was 5.5 per 1,000
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g
procedures. The 95 percent,cOnfidence_was 4.1 to 6.9 per
1,000. At each additidﬁal yea:'Since Sterilization,‘the‘
cumulative probability ofkpregnancy“increased. By five
years since sterilization the cumulative probability of
pregnancy was 13.1 per 1,000 sterilizations,,and by 10
yvears, the cumulative probabllity was 18 5 pregnancies per
1,000 sterilizations or approaching 2 percent. This plot
demonstrates the continuing risk for'éterilization failure,
even after;several years following the procedure.

The cumulative probabilities of pregnancy per

1,000 procedures are plotted in this figure. The

ydifference 1n cumulative probabilltles by method of

sterlllzation 1ndicates the substantlal difference ‘in the

sterilization effectiveness by methods. The most effective

methods at preventing pregnancy were unipolar coagulation

and postpartum partial salpingectomy, each with a 10—year

cumulative probability of 7.5 pregnancies per 1,000

procedures. 'Thekmethod withﬂthe highest cumulative

probability of’failure was laparoscopic spring‘clip

application with a 10-year cumulative probability of 36.5

pregnancies per 1,000 procedures or 3.6 percent.
The cumulatlve probability of pregnancy by age
of sterilization is plotted here in this figure. The

cumulative probability is the demonstrated difference in
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were younger at sterilization were more likely than women
older at sterilizatidn £o eXperience;thé sterilization
failure,,’The differénce in cumulativé,probability of

pregnancy by age group grew more pronounced as the time

‘since sterilization grew. The 10-year cumulative

probability of pregnaﬁcy for women aged 18 to 27 was
approximately 33 per 1,000 sterilizations while women who
were at 34 to 44 years of age had a 10-year cumulative
probability of approximately 6 percent, 6 per 1,000
sterilizations. |

Several factor$ were‘ahé1yzed in,multivariate_

analysis for their impact on the relative risk of

sterilization failure. Only sterilization method, age at

sterilization, race/ethnicity and study site were

significant predictors of pregnancy following tubal

sterilization in the multivariape_analysis. After

adjustment for other factors in the model, interval partial

salpingectomy, spring clip application and bipolar
coagulation were significantly more likely,than,postpartum
partial salpingectomy to result in sterilization failure.
After adjustment for other factors in the model as an age
group, women younger‘than 34 at steri1ization have
pregnancy'risks‘tha; are’at 1east two timés greater than.

the risk Qf;pregnanCy‘for the group of women 34 and Qlder”

at sterilization. Black non-Hispanic women were also at
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significantly greater risk for sterilization failure than
were‘the1White non—Hispanic women .

Of the 143 pregnanc1es that were true
sterlllzatlon fallures, almost 33 percent were ectoplc
preghanciesl'46fbifthé$é pregnancies occurred within the
fallopian tube, the other ectopic was an invariate
pregnancy. The proportion of pregnancies or ectopic varied

substantially by sterilization method. Of the pregnancies

folloWing bipolar sterilization, 65 percent were ectopic

compared to 15 percent of pregnancies following spring clip
application. The cumulative probability and 95 percent

confldence 1nterval for ectoplc pregnancy per l OOO

'sterlllzatlon procedures 15 plotted here for 1 5 and 1O

years follow1ng sterlllzatlon At one-year post-
sterilization, the cumulatlve probablllty for ectoplc
pregnancy was .7 per 1,000 procedures with a 95 percent
confidence interval of .2 to 1.2 per 1,000 procedures. Of
the time since sterilization, the cumulative probability of
an ectopic pregnancy increased. By five years, the
cumulative probability of ectopic pregnancytwas 4.0 per
1,000 procedures and by 10'years, it Was 7.3 per 1,000
procedures. The plot demonstrates the continuing risk of
ectOpiC“pregnancy,'even‘several;yearskfollowing_the,

procedure.

__The annual rate of ectopic pregnancy
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foutth through 1O vears after‘SteriliéatiCn waS'ho‘léwer
than thefanﬁual rate df'éctbpic preénancy‘in'thékfirst
three yéars. "For the fourth through the 10th years, the
rate was ;8,ect§pic pregﬁancieS'peryl,OOO procedures ’
annﬁally compared‘to the annual rate of .7 per 1,000
procedures in the first three years.

Similar factors that influence risk of all
types of pregnancies, such as sterilization method, age at

sterilization and race/ethnicity, were predictors of

 éctopic preghanCykaIIOWing sterilizatiqn, with‘the
‘eXcéptioh of the addifibhal‘prediCtability of having a

history of pelvic,inflammatory‘disease. ;

From the large'CRESTUétﬁay; it“ié evident tubal

sterilization is a highly effective method of preventing

pregnancy. However, pregnancies can occur. Because the

CREST prolonged study‘follOWQup, the rate of pregnanéies

following sterilization was substantially higher than rates

generally reported. The prolonged follow-up also

demonstrated that pregnanciés can‘éontinﬁé to occur“at' |

greater than one to two years after sterilization. Among

women who had pregnancies following sterilization, the risk
of ectépiyc; ﬁfégﬁénCY‘ 'ivs high. The risk of prégnancy and
the risk of only’ectopic pregnancy was similarly aésociated

with sterilization method, age at sterilization, and

__race/ethnicity.
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In ‘conclusion, éll women and especially younger
women undergoing tubal sterilization should be informed
that pregnancy can occur following tubal sterilization and
it can ocdur‘several yearskaftéi the steriiiiation.k4Women
should also know that if a pregnancy occurs, there is a
high risk/that it could be ectopic.

Thank you.

DR. BLANCO: Thank,you very much.

At this point, these are all the presenters
that we have listed. 1Is there anyone in'thé audience who

would like to make somé/briéf'remarks'béféféfﬁhé”béﬁél”ét“”“”

this point?

DR. BLANCO: Okay. Having there not been
anyone, at this point, we'll go ahead and move“on with the
agenda. I'd like to at this time bring back Mr. Colin
Pollard for some initial comments about the next topic that
we'll be dealing with.

MR. POLLARD:: Thank you, Dr. Blanco, members of

“the panel, distinguished audience.

 FDA'has chveﬂed{this“mgéting today to obtain
input from you as independent experts and members of this
panel. FDA will use your recommendation as it moves

forward with the review of this PMA application for the.

_Essure Micro-Insert, a hysteroscopically-delivered implant
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for permanent female sterilization.

I'd like to make several points, as you begin
youxr day‘on this PMA. First,'as Dr. Whang, your'panel
executive secretary w1ll go over with you later today, your
recommendation can take one of three forms -- approvable,
approvable with conditions, or not approvable_ff'and for
the latter two possibilities, we will expect the panel to
provide details on hoﬁ”to”ﬁakewthé"PMA aﬁproyabieQ'”

| "Secondly, there are three key operative
definitions that apply tO”the'reView‘OfMPMAs?'“yalidw”””'
scientific’eVidenCe Safety, and effectlveness I won't go

over the deflnltlons w1th you now. - We 11 do that later

They are glven 1n your folder and I suggest you take a

quick look to refresh your memory. When we introduce the

panel discussion questions in the afternoon, we'll read the

gdeflnltlons out loud

You have before you today the premarket
approval application for a hysteroscopically-delivered
implant that is placed in the fallopian tubes of women who
intend to be_permanently sterilized, By way of a 1ittie

history, about 10 years ago, starting in the 1ate '80s,

" this panel reviewed three other PMAs which FDA went on to

approve for tubal occlusion devices that are placed

laparoscopically. Two ofmthese“threeudevioes’were‘SQ_

_preamendments devices. That is, they were on the
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market beﬁore;énaétment ofwthe_1976fMedica1 Device
Amendments. All three PMAS were fot‘deviees that had’a
great deal of market experience and were supported by a
wide variety of devices from the published literature, and
at each of the three panel meetings for those PMAs, we were
fortunate as we are today to have a representatlve from the
Centers for Disease Control to discuss what is probably the
definitive longitudinal study of female sterilization, the
prospective multicenter Collaborative Review of
Sterilization, the so-called CREST Study. I want to thank

Dr. Costello for giving us a very nice overview of that

,'Study Results from thlS study have been useful to help

put the safety and effectlveness of such dev1ces 1nto‘
perspective.
My next to last point is that this PMA before

you today represents the next generation of devices for

female sterilization with advancements in the technology.

While this device doesknot have'the'extehsive clinical
experience of the earlier devices}'it is supported by the
results from a series of studies on which the sponsor
embarked after substantial consultation with the agency.
This will'make‘Some aspects;Of,the;reView a little more
difficult and We will give you a little bit more
informationeon that 1ater.

~_&And lastly, I should note that nowadays, FDA
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does not take every single PMA we receive beférewﬁﬁewﬁanel}
only first-of- -a- -kind dev1ces or- when dlfflcult cllnlcal
issues are ralsed.k This dev1ce is the flrst
hysteroscopically-delivered sterilization device’andkthat
is why we have brought it before you. This”PMA, the
results of your deliberations and ultimately our decision

will serve as a model for review of future PMAs of like

devices.

Thank,you‘in advanCe‘forryoﬁr”carefal attention
to the;details of the PMA. " We look forward to your
discussion. ‘

Any quest10ns9
FH(No response’f fT¢“‘

DR. BLANCO: Thank you Mr Pollard |

At this time, I'd like to go ahead and begln'
the presentatidn by the‘sponsor,”and I'd like to introduce
Cindy Domecus from the Conceptus Corporatlon to begln the
presentatlon and 1ntroduce the rest of the speakers

Welcome back.

MS. DOMECUS: Good morning.

Distinguished panel "FDA~ and 1nterested public,
we are pleased to present to you today a summary of the PMAk
for the Essure System;‘fMY”namemis Cindy Domecus, and I'm

the Senior Vice President of Clinical Research and

Regulatory Affairs at Conceptus.
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At the outset of our presentation, we would
like to publicly acknowledge the FDA for all the valuable
inputtwe’have,received from them*during‘each'stege‘of our
clinical evaluations. Our first clinical evaluations began
in 1996‘withithe earlier'design iterations'ef“the'deViée”'
and we sincerely thank FDA for its guidancefduring‘the‘past
six years of clinicalbresearch.\

Afteryint:oducing the other members:of,onr

panel presentation team, I will briefly review the public

~health issues that motivated Conceptus tdﬁdeveiéﬁwanf

alternative‘cdntraceptive option for women. Next, we will

descrlbe the dev1ce, 1ts mechanlsm of actlon, and we 11

prov1de an overview of the Mlcro Insert placement
procedure. Following that, T will provide an overview of

the four clinical trials that were conducted in support of

_the Essure System PMA. We will then highlight the results

from the prehysterectomy study and pivotal trials. We will
conclude burfpreSentation by addressing each one of the

panel discussion questions today. So that we can stay

~within the allotted time frame for our presentation, we

respectfully request that youfhbld'qdeStiOnS‘until‘the
completion of our presentation.
I would now like to introduce to you the other

members of the panel presentation team. First, Dr. Jay

_Cooper, who is the principal U.S. investigator for the
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pivotal trial. 'Helwill'speak to you today regarding the
device description and mechanism of action and will also
provide an”overview“of‘the‘Micro—Insert~placement‘ |
procedure. |

Dr. Thomas Wright, who is an independent
histopatholOgiSt for the entire project, will”epeak to you
today regardlng the prehysterectomy study results

Dr; Charles Carlgnan, who is Vice President of
Clinical”ﬁé§§§rCh'andee§ulathnyffairs‘atyconceptus,'Will“
present to you the results from the pivotal trial.

Conceptus chose to develop Essure because of

what we belleve ‘to be a clear need for contraceptlve“'”“‘”“"'”

‘alternatlves for ‘women. ThlS need 1s ev1denced by the hlgh'

unintended pregnancy'rate in the United States. Based on
data frem:thekmOSt recent cycles of the National Survey of
Family Grdwth, it is‘eStimatedithat‘almoet half of the
pregnancies in the United States are unintended. It has
beenksuggested in the:literaturedthatithe high'uniﬂtended
pregnancy rate is due to dlssatlsfactlon and imperfect use
with rever51ble methods .

Currently;‘WQmen:muSt choose between reversible
birth control methods associated with theSe‘high'uﬁiﬁtended
pregnancy rates and permanent methods which require

invasion of the abdominal cavity, typically under general

‘anesthesia. Although permanent methods of birth control

ELET 48
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are associated with very high effectiveness rates, they are

not without‘significant risk. As pﬁBiiShed'by“Jamiesoh{ et

al., tubal sterilization performed via 1aparoscopy is
assoc1ated with a 1.6 percent major compllcatlon rate
Layde, et al., reported 5.7 percent major‘compliCation rateMd
when tubal sterilization,is performed‘viallaparotomyf - Of
note;‘Destefano, et‘ai', reported a flvefold decrease in
compllcatlon rates when tubal sterlllzatlon is performed
with local instead of general anesthesia. These risks are
made more significant by the fact that tubal sterilization
is the most prevalent form of birth control in the United

States' The vast majorlty of the major compllcatlons w1th

'the transabdomlnal approach are due to 1nc1s1ons bllnd

insertion of instruments into the abdomen, and general

anesthesia. Conceptus chose to develop a transcervical

approach to tubal sterilization in order to avoid the risks

associated with these characteristics of a transabdominal
approach.

I“Will now turn the”podiuﬁ,over'toybr; Jay
Cooper, the principal U.S. investigator, who will present

to you a description of the device, its mechanism of

placement procedure.

Before Dr. Cooper speaks, however, Colin will

~0 you some

’“mples’of the dev1ce »We4haveuit’in o



12

14

15

16
17
18
19
20

21

22

23
24

25

two forms, the Micro-Insert provided in a vial and the
Micro-Insert contained within its delivery system provided

in a pouch. 1I'11 ask that Colin pass those out now, and

we'll have a few minutes to handle the device before Dr.
Cooper speaks to you. Just for the record, it's more than

fine for you to open the packages and we actually would

encourage you to handle the Micro-Insert itself so you can
seé'its‘soft flexib1ejhature.

DR. COOPER:’”As‘is being”doné here by Dr.
Noller, you can take the catheter guide assembly‘system,

the plastic tubing, so you,can'gét a muchkbétterwidea_of

the entire system.

DR. BLANCO: Yes, please.
|DR. COOPER: Thank you. Thank you, Cindy, and
thankkyou to‘thé FDA, the distinguished panel, for the
opportunity to be here this morning“énd'to‘speak to you
regarding Conceptus' application for PMA approval.
I have worked with Conceptus as a medical

advisor in the refinement and clinical evaluation of

various iterations of the Essure device and have served as

‘the principal investigator in the‘Ndfth‘American“cliniCalu\

trial of the Essure device. As such, I have received

compensation which now represents a financial interest in

550 N
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As the panel members can now attest, the Essure

centimeters in length. It is COmposedlof a narrow lnner‘
coil and an outer coil of larger diameter. Laced along the
length of the intercoil is a weave of PET fibers. At‘fulll
expansion, the outer coil can achieve a diameter as great
as tWO‘millimeters. The leading edge of the device has a
ball-tipped swelllng whlch fac111tates the forward
advancement and proper placement of the devicefintOfthepvﬂz
proximal fallopian tube.

The Essure device is radlopaque and on a s1mple

flat plate X=- ray of the pelv1s can be seen to conform 1n ’ ,p

shape to the natural curvature of a woman' s falloplan -
tubes. The Essure System is composed of a handle and

guide wire and cOaxial'catheter assembly syStem that‘aIIOWS

tor one- handed placement and deployment of the Mlcro Insert"m“

1nto the prox1mal falloplan tube " The ergonomlcally

des1gned handle makes use of a rotatable thumb wheel and

gear system which provides for retraction first of the"“”mwﬁwwmwm

outer delivery catheter and next withdrawal of the

interrelease catheter, allowing the Micro-Insert to be

fully deployed. | |
BeCause the‘outer delivery catheter is only one

millimeter in dlameter, it can ea51ly be passed through a

flve frlnged operatlng channel of any commerc1ally B
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available hysteroscope. Using sequential photographs, the

‘key components“of thé”Eséufé'Micgb;iﬁSert and:oatheter |

assembly can be seen. The delivery catheter has several
unique properties which aid the operator in proper device
deployment. The,catheter is hydrophilic, allowing it to
become sllppery and lubrlcated as it passes through the
saline-filled uterlne cav1ty The’oatheter wall thlckness
provides appropriate column'strength for slow advancement
into and through the tubal lumen. Approximately two
centimeters from the leading edge of the catheter is a

black positioning bump. When this positioning bump is seen

“by the hysteroscoplst to advance to the tubal ostlum the o

operator is certaln that the underlylng Mlcro Insert Stlll
wound down and constralned by the release catheter is now'""
properly positioned.

If you would, 1mag1ne this 11ne runnlng from

this black bump right down here. To your right represents

what's happening in the patientfs;fallopian\tube; To your
left represents the uterine Cavity. So we see now in this
photograph that the delivery catheter has been withdrawn
back into the operating channel of the hysteroscope. The

distal portion of thehdevicedcah be seen at the tubal

ostium still constrained and wound down. The orange

releases catheter has not yet been released.

__In the next photograph, the release catheter
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has been withdrawn, the device is now free to expand to its

maximum diameter. The operator can see four or five of

these mlcroc011s at the uterine cornua,’and flnally,kln the

last image, the gu1de wire has been separated away from the
device, 1eav1ng it free and”prcperly posltloned at the
utero-tubal junction and spanning the intramural portion of

a fallopian tube.

This schematic’illustrates the ability of the

Essure device to assume a‘greater'diameter at the tubal |
ostium and in the proximal falloplan ‘tube than it can in

the 1ntramural portion of the fallopian tube. The thick

, musculature of the uterus’prevents the dev1ce from assumrng‘ :

1ts max1mum dlameter "It is thlS unlque and dynamlc

property of the Essure device that explains its ability to

accommodate to varlable tubal widths and also expiainS“itS“””’”““

exceptlonally hlgh rate of acute and long term retentlon

There is a threefold explanatlon for the
mechahism,cf actlon ‘for the ESSure“dev1ce. Expansion of
the outer coil for acute anchorlng, space fllllng and
mechanlcal blockage of the tubal 1umen and flnally tubal
occlusion by t;ssueylngrowth 1ntc andwaround,the Micro-
InsertVfromlthe tubal mucosa.

fext tva like’tc‘éhcw“90u°au‘ahimatféﬁfcf”thé"'

procedure being performed. The hysteroscope will be placed

;inté,ﬁhéhuﬁérusgh The left tubal ostium will be identified.
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Scope is in place. The guide,assembly catheter system is
belng passed through the hysteroscope, now it's passed 1nto
the falloplan ‘tube to the black pos1tlon1ng bump A
catheter is w1thdrawn, the wound-down device will be =~
released as the release catheter is pulled away. The
device now is fully deployed. The guide wire is disengaged
from the ‘device and the,deVice remains in this position
spanning the utero-tubal junction with just a few of the
microcoils seen in the uterus by the hysteroscopist.
Having‘Seenwan”animation of the device
placement procedure, I think it is easier for us to better
apprec1ate the key steps 1n dev1ce placement as v1ewed

through the hysteroscope W;th the uterus’dlstended w1th3'

'saline, both tubal ostia are visualized. 'In‘this

situation, we see the left tubal ostlum 1n the center of
our v1sual fleld In the next image, we see ‘that the

delivery catheter has been advanced 1nto the uterus, into

‘the fallopian tube, to the position of the black

positioning bump. In the next image, the delivery catheter

has been withdrawn away from the undeérlying device. The =~

device remains in a wound-down state and the release

‘catheter can be seen at the periphery of the image.

In the next image, the orange release catheter

is no longer in view because it has been pulled away or

'releaSEd:from the device, Now the deViceeis;allowedlto
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spring to 1ife,dso'tOISpeak, to’assume“itsdfull‘diameter
and all that remains in the next image isito disengage the
guide Wire from the device. Here, the gulde wire is belng
rotated 1n a counterclockw1se fashlon u51ng the handle and
finally we see the device at the left tubal ostium fully
deployed. | | |
Owing to my experienoe:as‘the prinoipal

investigator in the pivotal trial and having the

‘opportunity to observe physicians as they began their

experience with the Essure System, it is my view that this

procedure should be seenfas,the‘simplest'of‘operative

hysteroscoplc procedures Performed w1th a hysteroscope‘ o

‘s1m11ar to that used in dlagnostlc evaluatlons, the Essure

procedure is dev01d of many of the risks and concerns
associated with advanced operative hysteroscopic
procedures. Cervical dilation is most often not required

and if so is limited to 5.5 millimeters. Physiologic

“saline iS”used'for“distentionfof“thé’uterineLCaVity’as

opposed to non-physiologic solutions, such as glycine or

sorbitol. The risk of fluid intravestation is minimized as

uterine distension pressures are controlled by gravity'feed

and there is no cuttlng or resectlon of endometr1a1 tlssue
Electrosurgery is not employed ~ The procedure is
considerably more rapid than is the typical operative

hysteroscopic procedure and intraoperative bleeding is ~
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extremely uncommon.

Thank you for your attention, and I will turn =~~~

the program back to Clndy
DR. BLANCO: Thank you.

MS. DOMECUS: Thank you, Dr. Cooper.

I will now introduce the next section of our

presentation with an overview of the four clinical trials

that Conceptus conducted in support of the Essure System

i, , ;
After two years of clinical testingfwith'the

earlier device iterations;'clinical“teStan“of“the“gamma

‘de51gn began in 1998 w1th testlng 1n hysterectomy patlents\"h“h

to obtaln data on the feas1b111ty of dev1ceﬁp1acement
Over 40 women were enrolled into this study‘and the data
from this study supported moving into the'nekt’Stage‘of”
clinical testing. At the next stage, thekMicro¥Insert
placement Wasoperformed in hysterectomy patients 1 to 30
weekS'prior to a planned hysterectomy This study ylelded
the flrst data on Mlcro Insert placement in awake women asp
well as the flrst data on the ‘safety and comfort of the'
implanted Micro-Insert. This study also provided
histological data to support the theorized mechanism of
action. Over EO'womentwere‘enrolled”into this”stiidy.w

A Phase IT study of safety and effectlveness in

sterlllzatlon candldates was also conducted »nTh}s’stndyk
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provided the first safety and”effeotivenesSWdatayin:the‘ -
intended patient population and over 200 women were
enrolled into this study. Finally, based on the =~

encouraglng results from ‘the Phase II study, a plvotal

trial was initiated in the year 2000 after ‘extensive

dlsouss1ons with the FDA regardlng study deslgn. Over 500

women were enrolled into this study. In summary, as you =~

can see, clinical testing of the current product has
involved over 850 women spanning over a four-year period.
Dr. Wright will now present to you the results

from the prehySterectomy'study, followedgby“Dr'”Carignan

‘who Wlll present to You the results from the plvotal trlali“”l‘

DR WRIGHT , Good mornlng

Before I descrlbe the results of the
prehysterectomy study, I would like to disclose that I was
paid as a consultant by ConcethS'to perform the
histopathological analysis of specimens from the
prehysterectOmy'study.i'i have no other financialhinterest,
in Conceptus. | |

Next slide}

The prehystereotomy study enrolled women
requiring a hysterectbmy'fcr a variety of“gynecological

reasons. ;These women underwent placement of the MiCro—

" Insert 1 to 30 weeks prlor to hysterectomy and underwent a‘

hysterosalplngogram one week prlor to underg01ng the
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women who wore the device for less than four weeks, showed

hysterectomy. Immediately afterlthe“hysterectomy was

performea;~the'cornua1‘regioﬁs*df“thé‘u£érﬁé[”£¢§é£héf”w{th”'W”“'

the fallopian tube, were‘femOVed,from‘the uterus and sent
to a central pathology laboratory for spec1allzed

proce551ng ThlS involved embeddlng the entire section of
embedded tube and device were then cut into sections whioh
were ground down to an appropriate thickness for

microscopic assessment using a diamond-grinding wheel.

tissue, the fallopian tube and the device.

Hlstopathologlcal sectlons were all evaluated by a 81ngle

bllnded pathologlst to wearlng time and all cllnlcal
1nformat10n ‘

Next. These are the results obtained on the
hysterosalpingograms that were obtained one week prior to
the hystereotomy." A total of551 women'wore;the device
between 1 and 30 weeks. Most women‘hadwdevioeejin\plaoe‘

between 4 and 14 weeks. All 51 women, includ

tube together with the device in situ into plastic. Cthe T

This allowed us to look at the relationship between the

100 percent occlusion by hysterosalpingogram.
Next. This microscopiC‘vieW‘shows a cross-
section of a fallopian tube with the device in place. Tt

was obtained from the patient who wore the device for four

weeks. Both the intercoil, which you can see here, and the
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outer coil are visible. This iS“a'smoothkmuscle of the
tube out in the periphery. Even after only four weeks of
wearlng tlme, the dense f1bros1s,'wh1ch is seen as a golden
brown stalnlng seen there, “has developed between the inner
and the outer coils The normal tubal archltecture is
completely dlsrupted and we have ‘here almost total
occlusion.

The region of looseffibrosis which is
immediately adjacent to the inner"coil which you see rlght
here is the area that contalns the bulk of the PET flbers

The apparent space between thlS area of loose fibrosis and

,:the denser flbr051s 1s probably an artlfact of the _,_;;;h

| proce581ng and the methylocrylate beddlng and”the dlamond

knife grinding.

Next. This cross-section'was obtained from a
patlent’who had the dev1ce present for 13 weeks. Again,
you can see both’ the inner and the outer coil, and”’the"w

lumen appears to be almost totally occluded by dense and by :

‘loose fibrosis. In addltlon you can “see here some smooth
muscle cells which appear to have'migrated in from’the wall

©of the tube into the space between the inner and the outer

coil You can also see here that the inner c011 in thls
cross- sectlon is occluded by loose flbrous tissue,

Next. This is a higher magnification of that

_same section. I'm showing this to show the PET fibers
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the mUltinucleated'giant‘Cells whioh are typically seen in
association with,the PET fibers together with the fibrosis.
This sort of appearance is very typical of WhatkWenSee With
PET fiberSWWhen“tHey/éré”uséd inta‘Variety”ofwother devices
and vascular gfafts'in’otheribody syStemS, this sort of
elicitation of a dense fibrosis together with an
1nf1ammatory 1nf11trate | | )

 Next. Key histological feetnreslobserved in
the sections were graded in'a’blinded‘fashion. Over time,

we ‘observed an increase in the amount of dense fibrosgis’

which is shown in the yellow llne and a reductlon 1n the'MWNWW“WWM

amount of acute 1nf1ammation whlch is shown in the white
line. Both chronic inflammation and loose fibrosis
appeared relatiﬁely'étéble'up"tofa:iS¥week period dff
looking at these deVices. ‘ - |

In oonclusion, the prehysterectomy study has
shown total tubaI:OCclusion by hysterosalpingograms in all
of the participants at all of the time points, including

even those women who wore the device for less than four

weeks. The histological studies have shown that the tissue

response to the device is predictable and is progressive.
It is occlusive in natire and it produces a dense fibrosis.
Finally, the tissue response is quite

_taken approximately
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five millimeters distal toiwhere the device waS'shOWed a
normal tubalharChitecture and there was no evidence that
the reaction to the device;extended out to the serosal
surfaces of the tube. . So the reaction was confined to the
area around the device. |

Thank you very much. ,I‘would now like to
present Chuck-Carignan WhO:Will continue with the
presentatien. / |

DR. CARIGNAN: ;Thank you, Dr.’Wright. Thank
you, members of the panel. |

I'm Dr. Charles Carignan, vice president of

c11n1ca1 research and medlcal affalrs for Conceptus and

I d llke to thank you for the opportunlty to share w1th you

the results of our pivotal trial.

The objectives of the pivotal trial were to
evaluate the safety and participantS' tolerance of and
recovery from the Essure placement procedure, the safety
and tolerance to the 1mplanted Micro- Inserts, tubal
occlusion by HSG at three months, and the effectlveness in
preventing pregnancy with the primary'endpoint being
effectiveness at one year.

Women were'follhwed up at one week and three
months following device plaeement when they were relying on

alternative contraception. - She was then followed up at

three, six and 12 months after she began relying on Essure
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as her sole method of contraceptlon and Years 2 through 5
are being conducted under postmarket surveillance. The
one-year results are presented here today.

The average‘age of the women in the pivotal
trial was 32 with an age range qfszf't5“4d“aﬁa”ébn5istéﬁt
with the study design, nearly two-thirds of the women were
age 33 and ydunger‘and one;third were age 34 and older.
There were 13 olinlcal‘trial sites with‘eight of the sites
located in the U.S., two in Australia, and three in Europe,
and the majority of women mere enrolled in the United
States. | | |

Thls is a summary patlent tree of the handouts"
that you all recelved Flve hundred elghteen women
initially underwent hysterOSCopy“but 11 women were found
not to have identifiable tubia ostia.k Five-hundred seven
women actually’underWent the Essure proCedure, with 464
achieving bilateral placement and two had placement in a
unicornuate uterus. Fouréhundred forty-nine women
ultimately began‘relying on Essure, 446 with satisfactory
device location and occlusion, and three women began
reliance without undergoing an HSG. dTwelve women were
noted to have unsatisfactory device location on the three-
month post—devlce placement;and threedemen‘Wereylost'to

follow-up after dev1ce placement As of May 24th we had

V4O8 women completlng the one year follow up,'l4 women who
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were lost to follow—up'aftér'beginning‘reliance;,and 27
women who were still aWaiting akoneeyearNVieit;

Ninety-two percent of women:achieved bilateral
placement with 88 percent achieving so on a first procedure
and 4 percent of women‘reqniring‘a,second“procedure to
achieve bilateral placement ~ Of the 41 women not ach1ev1ng
bilateral placement, 23 dld not. undergo a
hysterosalpingogram after,failing placement. ’However,’of
the 18 women who did'undergo’a follow+up‘1*"
hysterosalpingogram, 15 or 83 percent were found to have
proximal tubal occlusion which would explain their
1nablllty to achleve dev1ce placement and only three women
who falled placement were’tonnd to have patent tubes o

On the day of device placement, adverse events
were noted in only 3 percent of women and all adverse
events resolved prior to discharge. None required major
surgery and there were no hospitalizatione with the
exception of one woman/who’was observed overnight due to an
adverse reaction to paln medication she received in the
recovery area.

There were Micro-Insert perforations at a rate
of 1 percent and there no symptoms among those experiencing
perforation. The majOrity:of women reported no to mild
pain during the procedure, most descrlblng 1t as perlod—

type pain. Elghty two percent of women recelved a
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nonsteroidal antiinflammatory drug prior to the procedure
to reduce uterine cramping and tubal spasm.

When looking aﬁ predbminant‘anesthesia and
predominant anesthesia 1is that which has a higher order of
anesthetic effect you can see that 52 percent of women
received local anesthesia alone as a per1cerv1cal block and

41 percent recelved v sedatlon or analgesia Only one

woman in the plvotal trlal recelved general anesthe51a and

that was at her request Wlth thlS low level of
anesthesia, 88 percent of women rated their tolerance of
the procedureéas excellentfto gOod

The average tlme to dlscharge was 45 minutes.
Therelwere no 1mmed1ate post procedure events in 58 percent
of women and those exper1enc1ng an event, the most frequent
were cramping, pain and nausea. As I mentioned, all were
resolved prior to discharge. There was no post-procedural
analgesia required in 75 percent of the women. ’Of the 329
women who were employved in‘the study, 74 percent reported
missing less than one day of work following the day of the
procedure and an additional 18 percent missed one day of
work.

Atvthe threefmonth“pOSt—device placement visit,

women underwent a hysterosalpingogram to determine device

~location and occlusion. They also had a pelvic exam and

office visit to answer questions regarding comfort and
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satisfaction. If the woman had satisfactory location and
occlusion, she discbntinued alternative contraception and
began relying:onyEssure; Ninety-seven percent of women
were ultimately able‘to reiy oh,Essure as their sole method
of contraception. Three women or Of6 percent were lost to
follow-up and‘12'women or 2.6 percent experienced an
adverse event that preventéd them from relying. Those
adverse events were expulsion, perforation or other
unsatisfactory device locations.

Micro-Insert-wearing data was collected at
three, six, aﬁd 12VmonthS'6f reliance. Women were asked
about their comfort and satisfaction with Essure and were
asked whetherqof ﬁdt théy ﬂéd éXﬁefiénced‘eVen’a‘Singlé
episode of unﬁsuéi pain‘6r bieeding as well as any adverse
chaﬁges in health that‘they expe?ienced.

s can be seen here, at all study visits,
comfort with ESSure”has beén_rated very high, with comfort
at one year rated as excellent in more than 90 percent of
women. Again, meén were‘asked at eaChkstudy visit if‘they
had experienceﬂ any uﬁusuai pain since'the last;contact.
Pelvic pain was categorized as dysmenorrhegﬂ dyspareunia,
ovulatory pain, or other pélvic pain. Only 3 percent of
women reportedgsuch episodés‘of pain at more than one study

visit and only one woman reported episodes of pelvic pain

_at every study visit.
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Women were also asked about any episodes of

irregular bleeding at eachtstudy visit. Reports were then
categorized as irregular menses, spotting or intermenstrual
bleeding or changes in menstrual flow Few women reported
persistent changes in menstrual flow whlle some wonmen
reported transient menstrual changes. Of the women with
persistent changes, two women reported persistent
intermenstrual bleeding, nine women reported an increase in
menstrual flow, Whilejeight women reported a decrease in
menstrual flow. All of the‘menstrnalffunCtion,changes and
pelvic pain have to be considered,ln_light of the fact that

48 percent of women dlscontlnued the use of oral

'contraceptlves after the alternatlve contraceptlon perlod

Adverse events were deflned as any untoward
deviation from basellne health Dally diaries were
maintained by the study participants for six months.
Investigators were also prompted by case report forms at
eachastudy visit on two‘separate questions, in addition to
the questions on pain and bleeding on the case report
forms. It should be noted that multiple episodes of the
same complaint from the‘same‘womanware‘counted asvmnltiple‘
adverse events. So for'example; one woman in the pivotal
trial reported six episodea of low back pain at her three-

month post-device placement visit. That is reflected as

;six,eVentskin the adverse events by body system table that
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I will show you next. The:adverse events by body system
table reports all events in each category that were related
as possible, probable or’définitelykrelated to the device.
This table shows the number of events reported

and the number that you can see here, the most frequent

were low back pain, abdominal pain or cramps, and

dyspareunia. Only eight events'were rated as definitely
related to the Essure device. The reports of pain,
bleeding and adverse eventé are kept ih’perspective when
looking at satisfadtion wiﬁh Eésﬂre. From the three-month
post-device placement‘visiﬁ onward, more than 90 percent of
women rated theirisatisfacﬁibn with:Eésure as very'n‘
éét;gfiéé:: e e R D P e e s
There were no:#eported pregnancies inkwomen
relying on Essure in the pivotal trial. However, it should
be noted that there were féur luteal-based pregnancies that
occurred prior to deviée‘piaéementkbut were diagnosed after
device placement. The curtent estimate of the first-vyear
effectiveness rate based,on the pivotal trial‘data’alone is
100 percent with,a 95 percént‘confidence interval of 99.31
to 100 percént. There‘weré also no reported pregﬁancies\in
women relying‘on Essure duging the Phase IT study, Wifh the
exception of a woman using an earlier device iteration, the

Beta design, who became pregnant. However, that design was

discontinued in 1998 and is not the subject of this PMA.
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Combining the Phase IT andgpivotal trialyone—year follow-up
results in a combined one-year effectiveness rate of 100
percent with a 95 percent confidencetinterval of 99.52’to
100 percent.

So in conclusion, in the pivotal trial, Essure
was demonstrated to be”highly effective with a very high
patient satisfaction, a well—tolerated”placement‘procedure,»
a rapid return to work and normal activities. It was shown

to be comfortable and‘safe,without the requirement for

general anesthesia or for incisions.

Thank you.

MS DOMECUS ‘ Thank you, Dr Carlgnan

I w111 now conclude our presentatlon w1th a’few
slides to address‘the“queStlons‘put before the panel today
for discussion. | |

Question Number 1 before the panel asks about
the,effectiVeness‘rate‘of[ESsureginicomnarison to other
methods of female sterilization;‘ Plotted on this graph are
the point estimates and the confidence intervals shown by
the white lines for the failure rates of various methods
during the first year. These rates are based on the CREST
Study and publri;s,hedw.litératu«re,,ﬂogl the Filshie clip since
the Filshie clip was not part‘Of”the CREST Study. As you
can see, both the unadjusted and age-adjusted failure rates

for Essure compare qulte favorably Wlth the other methods
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ThlS graph 1s the same as the prlor graph but
presents the second—year fallure rates. It doesn't include
data on the Filshie clip, however, since second-year
failure rates on the Filshie clip cannot be calculated
based on published 1iterature. "As you can see, the point
estimate of the second-year failure rate for Essure is 0
percent. The size of the confidence intervals is due to
the sample size of 149 women completihg the two-year .
visits. It should be noted hoWever, that the prlmary
endp01nt for the plvotal tr1a1 was the effectlveness rate

at one year and the two year data 1s belng prov1ded as a

’supplementary endp01nt

Questlon Number 2 asked the panel about the age
distribution in the CREST Study as compared to the Essure
pivotal trial. This question compares'the age distribution
based on. three age groups However it should be pointed
out that the plvotal trial study deslgn was based on two
age groups, those under the age of 34 and those 34 to 40.

As can be seen, the dlstrlbutlon among these two age groups’
was quite similar between the two studies. The pivotal
trial was not designedfto enroll an equal percentage of
patients to that of the CREST Study in the'age group of 18

to 27 since there was no statistically significant

‘difference in‘thehfailure rates offthisﬁage‘group oompared
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to the next oldest age groﬁp of women age 28 to 33. Also,
the CREST Study showed'the:regret was highest among this
youngest age group. Finaliy; natural fertility has been
shown to decrease after the age of 34. Therefore, we
focused on only these two age groups. Finally, of note is
that the age cap in the pivOtal trial was 40 years of age
compared to 44 years of age in the CREST Study.

Question Numberk3;asks about the likelihood of
recanalization in the long;term setting. First, it should
be pointed out that there's currently no evidence of long-
term failures with Essure. As of the last'update to the

PMA, there are 281 women who have successfully relled on

hEssure for contraceptlon for 18 months, 149 women who have

successfully relied on Essure for 24 months, and five who
have relied on Essure suCcessfully for 36 months.

In addltlon to the data on Essure there s a
long hlstory w1th the use of PET flbers and 1mp1ant |
indications, such as cardlac valves, stents, and grafts
PET fibers consistently produce a‘durable/ dense, fibrotic
response and therefore we helieVe that the 1ike1ihoodrof
recanalizatioﬁ with Essure is quite low. Importantly, the
device was designed to include_a’minimUm 1.2 centimeter
section of the fallopian tabe; including the entire
intramural section, which should also"deorease,any risk for

recanalization. =~ =
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Finally, as will'be disoUSSed on a later slide
regarding postmarket surveillance, both the Phase II and
pivotal triale will followkpatients to five years and
there's already a commitmehtkto prOVide”the”FDA with this
data under postmarket surveillance.

Questlon Number 4 asks the panel about the
adequacy of our plan to requlre a pe1v1c x ray instead of
HSG to evaluate Micro- Insert location and retention. We
believe that our plan is adequate for the following

reasons. First, all of the unsatisfactory Micro-Insert

locatlons could be detected on pelv1c x- ray alone Second,

the patency rate observed 1n the Essure cllnlcal trlals 1s

qulte 81m11ar to the patency rate publlshed in the
literature when HSGs have been performed subsequeht to
tubal sterilization. |

Finally, we wodld”like to point out that the
performance ofkthe:followfdpyHSGbis,not\the standard of
care for tubai'Sterilizationmahdtneither is pelvic x-ray.
In that 1ightp we think that our plan is more than adequate
and is actually quite conservative.

Question Number 5 asks about the acceptability
of the placement failure rate. First, as shown previously
in Dr. Carignan‘s‘preeentatioh, it shouldhbe noted that 83

percent of the evaluated placement failures were

attributable to proximal tubal occlusion. While such
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patients are reflected in the placement failure rates for
Essure, they are not even 1dent1f1ed w1th ‘the
transabdomlnal approach. Also, when evaluating the risk of
placement failure, one must consider the fact that the
placement procedure is well—tolerated'by“the vast majority
of patients and ispassociateduwith minimal risks.

It is noteworthy that the high placement rates
were achieved in both obese women and in women with a
history of prrqryqbéominalior pelyic surgery. This is of
great 1mportance because these very women are often refused

laparoscopic tubal llgatlon because of increased risk of

1ntraoperat1ve compllcatlons ‘ It 1s also 1mportant to note’

;that placement fallure does not preclude subsequent

treatment,

Finally, we‘belieVe‘that offering women a less-
invasive approach to permanent blrth control prlor to a
more-invagive transabdomlnal procedure is consistent with
common clinical practice 1n‘other,areas, such as the
performance ofiangioplastyipriorfto_coronary artery bypass
graft or laparoscopic prior to cholecystectomy

I w1ll ‘not address Questlon Number 6 regardlng
the safety of the placement procedure since that was‘“
already covered by Dr. Carlgnan's presentatlon.

Question Number 7 is regarding the adequacy of

our proposed training program which I will briefly review
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here. First, I would like to point out that this training

program was developed by Conceptus with significant input

and oversight;from our Medical Advisory Board. There are
several components to the ESsure‘Training Program.

First, a full—day course with,didactich
presentation and distribution of a training manual. This
course is given only by trainers”approved by the Conceptus
Professional Education Department. Next, training is
performed in aicustOm—deSiéhed,EsSure’piaoement,simulator
which, unlikejin vivo traihing, allows for placement

practice in rapid‘succession. This simulator was developed

to prov1de a surrogate for the perlhysterectomy model We

have brought the 51mu1ator here today and are prepared to

provide demonstration later, if the panel is so interested.
Training in the Essure placement simulator is
then followed by preceptorlng of initial cases. We plan to
gather placement rate and adverse event data on all
preceptored cases until formal sign-off using a
standardized case report form. We expect preceptoring to
average fiveygagespﬁpﬁéhaliy, a technical help desk will be

manned 24 hours a day seven days a week to provide ongoing

training assistance. This training program is currently

being used in Canada, Europe, Australia, and Singapore, and
the next slide presents the data gathered using this

training approach in the commercial setting.
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Looking at the?placemeﬁt rates for the first 10
cases;conductéd'by thé pi§§tal‘trial investigators, shown
in blue, compared'to’thé first,lQ,chducted‘in,a commercial
setting with this training’approaCh,‘shown in orange, we
see very Simiiar‘placement‘rates. The approximate 4
percent difference in the rates is likely due to the fact
that at the time this‘anaIYSiS“was cdﬁdUcted for submission.
in the”PMA,'tHe'averaééfitinfibef6f”‘p"'r“o’c':ﬁedi‘ir'e“s‘pxe‘r':ph'ysi'cianw
in the commercial setting Was_less than‘half of that in the
pivotal trial. We believe that this early data supports

the validity of our proposed training approach and suggests

geﬂeréliZaEié;to fhé commerc1éi ééttiﬁg;

The data fromfﬁhe’inOtal trial were analyzed
for learning Qurve using'béth placemgnt rates‘and ﬁfocedﬁfé
time as marke:s. Wheﬁ‘lookingAat plécement rates for the
investigators that didthtipéfticipate'inythe Phase II
trial, placement;rates‘weré not SignifiCaﬂtly impacted
after the‘firsﬁ five cases. When looking at procedure
times as a marker, we saw é continuous slight decrease in
procedure time with experienée.,,As another assessment of
learning curve, investigators were asked to assess ease of |
use. The'majd}ity of investigators rated ease of use as

simple or moderately simple. Based on these data, we

believe that iﬁ“iswquite,féasibleyforﬂéompetency with the
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procedure to be established after five cases and the
procedure time should‘contlnue:to,decrease‘with experience.

| Last; I would like to‘proVide an overview of
our postmarket survelllance plans Both the Phase II and
the pivotal trlal protocols requlre women to be followed
for five years. Also, both protocols request that Micro-
Inserts and any surrounding tissue be returned to Conceptus
for histological evaluatiohlShould aﬁtrlal partiCipant
undergo future extrapativefsurgery of the reproductive
organs for any reason. ‘ASEmehtioned\earlier, we also
intend to gather placement rate and adverse event data on
all preceptored cases usindha Standardiéed‘case repOrtp
form; R R e

Finally, we will have a toll-free number for

physicians toycall regarding any adverse events and such

events will fall’under'FDAfregu1atiousMWhichValreadyleXiSt‘
regarding complaint handling and reporting of certain
events to FDAr |

In conCluSion,‘we believe that\théldata“ B
gathered to support the Essure System PMA represent ‘valid
scientific evidence in accordance w1th the FDA regulatlons
that a reasonable assurance of safety and effectiveness has
been established and that adequate traiuing“and postmarket

surveillance plans are in place to support market release

_hWe therefore respectfully request your recommendatlon for
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approval today.

This concludes our presentation. Thank you for
your attention. We'll be happy to answer any'questions in
the remainder of the day. I also wanted to p01nt out that
in addition to a copy of our presentation we prov1ded the
panel with a letter from Dr. Barbara Levy; who‘cannot be
here today but wanted to provide comments to the panel.

Thank you.

DR. BLANCO: Thank you very much for that very
interesting nice'presentation. ’

I'd like to go ahead. We're doing great on

time So lf any of the panel members have any questlons at

this p01nt let S go ahead and let s try, rather than a
discussion, s1nce we're g01ng to be discus51ng this
afternoon, let s try to keep it to questions of fact, if
you want something clarified}”et”eeteray'l

Go ahead. Go aheadf”DrI Brown;“

DR. BROWN: Yes. Do you have any data in both
the Phase II and pivotal trials abeut‘the racialiand ethnic
demographic mix of the patients on the trials?

MS. DOMECUS: Dr. Carignan is going to pull up
that data for you.'“oné,mogent. |

DRi BLANCO: I‘might just suggest that if it's
going to take aWhile,‘maYbeiwe canlset that up'and then

bring that information back to the panel before we start
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the discussion afterVWeﬂve:hadAthe otherfpresehtatioﬁswin
the interest of time. Does that seem;reasonable? Okay .

So if you all would 1ook_that up and see if you can find
it, present it a little 1ater on,'we 11 fit in.

Any other questlons7; Let's go ahead and flnlsh
with each individual. Dr. Brown, did you have anything
else?

DwaBROWNﬁ Yes. I also wanted specific
numbers or percentages about patients with a hlstory of

prior pelvic surgery and hlstory of pelv1c 1nflammatory

,dlsease that were 1ncluded in both of the trlals

| ~ DR. BLANCO: kaaYi,.Wefll go_ahead‘and,if you
all would lookﬁthose up S | N |

Dr} Shirk? ‘

DRﬂ SHIRK!'“Ciudy, one of the integral parts of
this device is obviously the PET fibers. The panel didn‘t
receive any data regarding the actiOn of PET fibers. Could
you guys Sort of g1ve us a blologlcal effect° Obviously
it's an 1ntegra1 part of equatlng the flbrotlc effect of
this, and I realize it's been used in multiple other
devices, but again I'd like some information about the PET
fibers. -

DR. BLANCO: _Anything'éise?

MS. DOMECUS: Can I clarify? You want more

_information about PET fibers?
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DR. SHIRK: Yes. |

MS. DOMECUS: Or the typical biological‘“
response to PET fibers? |

DR.‘SHIRK: Weil; the typical biological
response.  i

MS.”DOMECUS: Can I have Dr. Wright address
that now or do you want to’h01d'that?

DR.9BLANCO{ Tﬁat woﬁld be fine. No, go ahead.

Ms. DOMECUS: Dr. Wright?

DR. WRIGHT:”;PET fibers have a long history of

being used in a variety‘ofjcardiac grafts and a variety of

other prosthesis used in different body sites.

The response which you see to PET fibers is
very well described in‘the'literature. Tt consists of an
acute and a chronic inflammatory infiltrate. Many times or
typically you will see multinucleanated giant cells become
attracted to the PET fibers. The presence of the
inflammation releases cytokines and chemokines which then
induces an acuie followed by’a chronic inflammatory
infiltrate. ’

One of the thiﬁgs that determines the exact
type of response that you see with PET, at least in

vascular grafts, is‘the'WeaVe of‘the'meShes of'ﬁhé'grafts;

If vou have a very tight'weave, you tend‘to have less dense

_fibrosis going in. If you have a loose weave, such as what
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we are seeing here, in the space between the inhér and the
outer coil, you've got a 1§t‘qf(inflammqtory infiltrate,
then you willtget a dense fibtbéiSf“f“w””M

Iﬁ‘SyStems that tﬁis event 1ooked‘at‘over time,
this response appears to be‘very‘durable in that it does
not diminish, it remains aé it is, and'YOu maintaih a
chronic inflammatory infiltrate at the site of the fibers
which is the Way'it remains as a dﬁrable fibrotic response:

Does that answér your question?

DR. SHIRK: Yes. I just wanted some

information what the fibers were made out of and obviously

it creates a chronic kind of inflammatory response?

Vbﬁ; WﬁiGHT{ ‘Aq acute iniﬁially and“then a
chronic. '

DR. SHIRK: During the patient's entire
1ifespahé e e s

DRﬁ WRIGHT: Tﬁat“s‘right,"and'with vascular
grafts, we have long histories of patients who wear these
for very long periods of timé; showing that it does not
cause adverse effects.

| DR. BLANCO: Thank you.

DR. ROY:  Coﬁ1d’you jﬁét clafify something,

though? I think one of the slides indicated that with

chronicity of use, you had more dense adhesive process and
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Does,this mean'that theSe fibers, once they are
coated, then are no longer produc1ng the sort of
inflammatory reaction that would be characterized by the
presence of the acuteyinflammatory cells?

DR. WRIGHT: This study; the prehysterectomy
study, was designed to look‘atkverygshort time points.
Almost all of"the‘patiéntszwekceﬁt“fcr'cné;‘hadwtheir

uteruses removed within 16 weeks of placement. So it

kreally‘is'thatibericdwof,time Where"ycufre'going"from acute

to chronic inflammation.
From vascular graft work, when you look at

vascular grafts taken lO years after they have been in

1, P,

place, you see some acute and chronic 1nflammation

associated with PET fibers. So it's a long-acting
inflammatory response.‘ The absolute amount of the acute
response that I showed you appeared to be diminishing with
each passing week. So I ddn“t think it will totally go
away. I thinkfwhat you will see is a reduction compared to
the acute respcnseS‘at’three and four weeks’

DR. "ROY‘ But do the PET fibers themselves

undergo some sort of deterioration or do they consistently

persistently remain as ~a nidus for‘stimulating a reaction?
DR WRIGHT: They remain as a nidus for
stimulating reaction

DR. BLANCO: Thank you.
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DR. ROY: So I guess what we're all trying to
get a sense of is, is there any pathologic or physiologic

process that would suggestjthat the property of the PET

fiber is subsequently lost or cleared and therefore that

there could be the process of recanalization and hence lack

‘of effect?

‘DR. WRIGHT: Right. The dense fibrosis that
we're seeing here, together with the smooth muscle ingrowth
in these sections, certainiy based on the time lines that
we've got which are out totin one patient out to 30 weeks,

the rest of them out to 16;Weeks; 15 point something,

really shows that thls appears to be a progres51ve

response
Ohce you replace that space by densekfibrOSis
together w1th ‘some smooth muscles; to me; it's difficult to
envision how that dense fibrosis would suddenly dlsappear
and go away. I mean, that s not what we see with
inflammatory reactions and repair reactiOnsjin other body
systems. I mean, I assume that you would maintain a dense

fibrosis. It would become‘occluded and unless there was

some other force or inciting cause to cause it to break

down or to cause a recanalization, I don't see how this
dense fibrosis would become recanalized. It's also
relatively long distance. The device is designed

specifically to occlude 1.2 sonometer region which is a
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relatively long region to undergo recanalization.

DR. ROY: .The last concern would be, is there
any reason for us to be wondering whether these giant cells
that infiltrate this area or are produced are in any way
precursors for a neoplastlc process°

DR WRIGHT nght, and I d1dn t answer to
that. It's the same sort.d The pictures I showed you with
giant cells could be from any vaSCular graftnin thedbOdy;
and we have aJVery'lOng hiStory of use of devices using PET
fibers for long term 1mplants and they ‘have been shown £o
be neoplastlc | | |

DR ROY ,vBut those vascular grafts are

thPlcally in much older 1nd1v1duals and for reasonably R

shorter perlods of t1me than what we're envlslonlng here.
If we're anticipating the use of this as a sterilization

process in women in their twenties who presumably and

“hopefully would live to the1r elghtles, so is that

differential time span a concern to someone such as
yourself who's been involved in these investigations and
processes? k | | - |

DR WRIGHT;F That 1s not & concern to me,

because I know of no. data to suggest or to 1mp11cate PET

- for producing neoplasms long term, and in fact many of the

implantable devices, such as cardiac valves which have PET

as a dense mass around the valve rings which it's there in
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order to suture into, are put into quite young, you know,
children get ¢ardiac valVes which contain PET.

DR. ROY: Sureé,VThank you very much.

DR;“BLANCQ: ”Tﬁank'you;

DR. SEIFER: I had a question, Dr. Wright, with
regard to Dr. Roy's questién, the first question about the
histopathology that you've visualized at three months after
plaéemént of this and the ﬁechanism by which it occurs.

Do you look at cross-sections of fallopian
tubes after tﬁbal ligation as well?

DR. WRIGHT: 'Wé 1ookxat tons of‘cross—sections
of fallopian ﬁubes. ’

DR, SETFER:  O£éy;”

DR. WRIGHT: Bécause it's'akbig GYN practice.
We see many things‘which wé think probably'are‘pOSt—tubal
ligation justrdue to what we sgeyop‘the histopathology.
However, very rarely do‘we:actually know that these are
from patients who have hadftubal:ligations.

DR. SEIFER: Can you give us some information
with regard to what happens when‘you have recanalization
after tubal ligation by anybof thesefsix‘methods that were
followed up in the CREST Study and how it might compare to
the kind ofuthhology thatiyou see after placement of this
Essure deVice? |

DR. WRIGHT: All right. That's a really good
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| question, and I actually have duringithe course of this

study asked ainnmber ofHGYNypathOlcgists as I've come into
contact with them about what is the pathology of
recanalization of a fallopian tube and have they ever seen
a case where they felt they could definiteiy say they had
seen histopathological evidence of recanalization, and in
fact nobody that I've,spokenhto, Chris Crum at the Brigham,
people in New York, a‘variety of people, have ever seen
things which they can tell me were truly recanalization of
a fallopian tube.

Typically, the scenario where this occurs is in
the patlent who presents w1th an ectoplc pregnancy, and in
that case, thewtube has got such dramatlc tubal damage,'
dilatation, hematosalpinx, all the things which go along
with the ectopic, that you really don't see an area which
you are sure has been recanalized in that preexisting tube.

" What I canktell you, though, and this I feel
very comfortahle,about} is;that,the degreefcf occlusion and
damage which we are seeing with this device and which you

saw in these pictures is order of magnitude greater than

the maximum extent of tubal damage which I see in patients

with ectopic pregnanc1es We routlnely with an ectoplc

- pregnancy take a section from the pregnancy to document the

presence of the pregnancy and then for medical and legal

_ reasons, we always take sectlons from the ‘non- ectoplc

pori
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portion of the tube in order to document is there
follicular salplngltls° “Iewtherekoh;on;cwsalplngltie, et
cetera, for medical—legal”iSSues?

& neVerQSee,ih those cases this degree of
tubal occlusion and this'degree of’tohal'damage‘that~we're
getting with this device.1”So that's all I can say. I have
never seen a tube Wthh I am sure has become recanallzed
What <I can say 1s that the extent of damage with this
deVice,ishmuCh(more_thaanhat we see in patients with
ectopic pregnancies.

DR. SEIFER: And just for the record, do we

have any understandlng of how recanallzatlon occurs°

DR WRIGHT I do not

DR. BLANCO: Any other questions? Anyone from
this side? ‘

DR.‘SHARTS—HOPKO' fCould somebody assure me
about your confidence in tissue compatlblllty w1th the
steel and the nlckel t1tan1um? o

MS. DOMECUS: I will have our vice president of
research and aevelopment; Ashish Khera, address the

biocompatibility testing that‘s:been'dOhe."Is that your

. question?

'MR. RHERA: Good morning.

DR. BLANCO: 'I(maeorry.' First introduce

yourself, although you did;a41ittle bit.
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MR. KHERA: My}name is Ashish Khera. 1I'm the
vice president of research;and dévelopment’for Conceptus,
Inc.

The materials for the Essure Micro-Insert were
chosen for their long history in uSe‘in‘medical
applications.:’Specifically, nickelntitanium‘ailby‘has beén
used in medical implaﬂts‘fér‘OVer 30 years. The stainless
steel that's on the device hads also been used for over 30
yvears as medical implant. The testing that was conducted
on the devices was 1ong4teim“implant testing as required by
FDA and ISO guidelines. , |

' DR. BLANCO : Thank you.

MS. DOMECUS: Tf I can add to that, the panel
was not supplied with the summary of biocompatibility
testing that we supplied ipythe,PMA,in an effort to make
sure your packages were noﬁ unduly long.

; Anyway, I wantéd‘to;let_you know that our
biocompatibility tést plan’was;sgbmitted‘to FDA early on.
We got feedback from thekFDA."Wé*VéwconduCted all of the
biocompatibility’tests required in the FDA guidelines. The
protocols for the chronic toxin mutagenicity testing were
submitted to the FDA in ad?anqe of conducting those tests.
Thoge results'were“submittéd‘in the PMA, and it's been

shown that it's not toxic in the chronic setting and it's

not mutagenic as well as other studies in muscle



10
11

12

13

14
15
16
17
18

19

20

21
22
23
24

25

g
implantation, sensitizatioﬁ,,vaginal irfitéﬁioh, et cetérau
The whole battery of teSts?that‘S'réquired for this
category of implant were'cénductéd‘ahd”thoSe“réSUlts‘weré
submitted in the PMA; | |

Dﬁ.'BLANCd: 'Tﬁank you.k

/MS{‘DOMECUSE 5oes“that anSWer ycur‘question?

DR. BLANCO: Subir? |

DR. ROY : Could I ask Dr. Cooper a few
questions?

Iﬁasmuch as hysteroscopy could be construed as
being a cleanJcontaminatediprocédure(\there‘s some‘who_‘

would have useﬁvprophylactic,antibiotics at the time of

performance of this procedure, and I take it that was a

deliberate dediéionjnot to be employed?

DR. COOPER: It was my understanding that this
was left to the disCretionjof the investigator and only one
of the investigators in the‘inOtal trial made routine use
of prophylactic antibibticsﬂ,

DR? ROY: Okay,k Inasmuch as Dr. Wright
described the profound inflammatory response that does
occur with this device, what was done when perforations
wefe’noted? | - .

DR. COOPER: When perforations were noted, the
patients were deemed to beicandidatés'fOr'traditioﬂal

methods of sterilization. The devices were retrieved at
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laparoscopy.
| DR. ROY: ’WithiI suppose‘a bit more surgical
intervention that traditioﬁallY“Would”Oécdr”or:did‘they"
just slip out? - | | | |

| DR.HCOOPEEQ MNe[ the“diagnosis’of pefforation
was in most caseS'made at phe‘time of device placement. 1In
a small numbef of cases, perforatioh was not noted until
the three—month”post—procedure x-ray. Retrieval of the
device at laparoscopy waskﬁot found to be problematic. In
a couple of the cases, ﬁhefdeviée wasefound lYing in the
omentum but cduld be easily removed from the omentum.

DR ROY Okay Because 1t s sort of 11ke the

51tuatlon w1th copper TUDs belngﬁperforated They produce'$“" ””

such an inflammatory response, that it is somewhat
problematic, depending on where you ultimately find them,
whether the;omentum is able to sequester them or other
peritoneal or intraabdominal contents, such as bowels. So
I was just curious to what extent the inflammatory process,
even at a three—month‘integvalj was sufficiently
problematiek and I guees yeu're Eeliiﬁé mefthat itﬁwas‘ﬁot,
it was easy to find and remove w1thout resortlng to
laparotomy, for example, to do sokk . v ’
DR;ﬁCOOPERE”“Dr.’Carignan ean speak to this

perhaps, but I don't recall any of the patients reguired

laparotomy for device removal.

SSNJ
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DRf BLANCO: And let me ask you a follow- up on
that. So did I understand you correctly that in the
perforatlons that you dld have, most of them were not
recognlzed untll your follow -up hysterosalplngogram I“
guess, or x—ray for placement three months later, is that
correct? |

DR. COOPER: Dr; Carignan can speak to this.

MS. DOMECUS:k Thé protocol actually didn't ask
for a diagnosis'of aaversefeventsjthat'canjpreveht“‘
reliance, such as perforatlon, until the three-month time
point because Conceivably someone on the day zero x-ray
could have had a dev1ce that was well located and then on ai
three month follow up could have had an expelled dev1ce ’
So we actually ask in the protocol for‘them‘not'to take
action based on the day zerolxeray; The perforations were
noted, though, at the three-month follow-up visit as well
as the day zero X-ray and ohe physician did take action
based on the day zero perforation.'

Dr. Carignan can address maybe in more detail
the earlier questlons about dev1ce retrleval in those
perforated patients who went‘on:to subsequent tubal
ligation. .

%DR?kﬁLANéOt' okéy!”’ebféhéédy”“"d

DR. CARIGNAN: So in both the pivotal trial and

Phase II, we had nine women undergo laparoscopic
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sterilization;procedure‘with fiVe removals prior to their
reliance on the device. 1In the pivotal trial, there were
four sterilizations,perforﬁed. Two of them had retrieval
of devices'and“EWOWdid,ndtfhave ietrieval{‘ In tﬁé'ﬁhaSé‘Ii‘
study, in thefprereliance bhaSe} we also had five women
undergo sterilization procédures. Three of them had
retrieval and two did not.

We've had no péstreliance\women in the pivotal
trialﬁundergo;any surgery to remove devices but we have had
two women in the Phase II’ﬁndergo'sqrgery, both of thém’
with perforations. One of them underwent‘just a typical
laparoscopic SterilizatiOn?withka retfieval and the éthei
woman did undergo a laparotomy to remove a device. So of
the retrievals,that we had;of 11, only one underwent
laparotomy, mainly because it was the standard of care of
the doctor that,did’the removalg‘,Of the women whose
devices have not been retrieved, we've not had any reports
of unusual pain'that can be attributed to the device
location. | |

DR.kBLANCO: ‘Lét me get aqfolléw up;' In

perforations,'it,is typical in a lot of the devices that

other OB/GYNS o¥ at least this OB/GYN is familiar with, the

device is actually moved into placement as opposed to the
way the technigue is here where thevcatheteryis;m0ved away .

Is there any fail-safe mechanisms in the way
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91],
your device is handled that someone can make the mistake of
advancing this processkfurther into the tube, rather than
removing the éatheter? Dofyou understand what I'm asking?

DR. CARIGNAN: Yes. The fail safe that's built

into the design is relatedfto the blaCk bump at the time of

initial positioning. 'Then during the training, we stress

maintaining that position dufing thé'reléasé of the deVice.'
The other thing that we emphasize during

training is if vou experieﬁde whatkWé'défine'as aksuddéﬁ '

loss of resistance, so that you feel’that‘youfre'going‘into

the tube, and suddenly you feel like a little, you know,

pop, that you would then recognize that as a potential

pérfdratidh éﬁﬁ ﬁ5£mbIabé‘gﬁé aé§iéé7ana‘théf‘élparﬁfbf:the
training progfam'that we emphasize.

DR. BROWN: Spécific to the patients, the nine
patients you just talked about, were ail of those patients
that had the current iteraﬁion of the device, because I

thought there was something mentioned about a patient who

~had to have cornual resections and that was with a previous

iteration of the device?

DR. CARIGNAN: éThé one that had the cornual
resection was one of our early Phase II patients and after
two years of reliance'began having some pain with‘menses

and she requested to have the device removed. So she was

el e R
one of our earlier patients fr




10
11
12

'ij'

14
15
16
17
18
19
20

21

22

23
24

L.25

92
Dﬁ. BROWN: But was that --
DR. CARIGNAN: The current design.
DR. BROWN# That was with the current’design?
DR. CARIGNAN: Correct.
DR. BROWN: ‘Why was“cornual resection necessary

in that case? | |

DR. CARIGNAN: Because the device spans the

utero-tubal junction, the way to get it out is to do a

~cornual resection.

DR.‘BLANCO? A follow -up on that, because I had
that as a question. On the patients that had contlnual -—
you said a few questlons, I forgot the exact number had
contlnual symptomatology of cramps and palns and SO forth
What other experlence except other than thlS one case do
you have for someone who has chronlc complalnt des1res the
removal of the device, in terms of removing the device? TIs
cornual section the onlykoption for remOVal of the device
if someone wants it removed? Do you see what I'm saying?

In other words,fcan'ycu gokback) dd»YOﬁ have
any experience going back withrhystercsccbe trYing to pull
the device outior do you haVe to resect the corneum?

DR. CARIGNAN;‘ When atdevice‘;s”wellecsitioned

across the utero+tubal‘junction,“becauSercf'the,extenSiVe

fibrosis, it does require a minimal cornual resection to

remove the device. The only'timehthat:We everfactaally )
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recommend removal of_the,devicehhysteroscopically is if
during the procedure; you recognize,that you haven't
positioned it far enough into the'EuEeﬁer‘yeu‘ihadvertently‘”
deploy it inte_the uterus ﬁhatkyeu would then remove it and
replace the deviee. Subseéueht te placement, we do hot
recommend hys;eroScopic’re@oval,Qf aVWellepositidned
device. | ‘ |

DR. NOLLER: Question.
~ DR. BLANCO: Go ahead.
DR. NOLLER: I have a question regarding the
training plan. It wasn't c¢lear to me. In the five cases

that are precepted, is there a requirement that those all

be done under local anesthesia?

'MS. DOMECUS: AneStheSia:is‘alWaYsyleft’up‘to 
the choice Of;the~thSi¢ia?'f There‘erno requirement that
it be done under local. |

Dﬁ. NOLLER: EQen during the’training?

MS. DOMECUS: Correct. |

DR. NOLLER: ‘Thank you.

DR. SHIRK:‘,I had some questions for Dr.
Cooper.

There's not any discussion about preexisting
pathology found at the time of hysteroscopy. As any of us
who do hysteroscopy know that we°do:find_oceasionaily, you

know, pathology in the uterine cavity, and I would assume
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that's not previously”beenfdiagnosed.  How many of these
patients had preexisting‘pathology in the‘uterine cavity,
and how wouldiyou recommend thatlthis be handled?

,VDI?:],CQO%PHEK First of all, you may recall that
vears ago, I had considerable experience with another
hysteroscopicﬁsterilizatioh technique and as part of that
experience, I!studiedwhatéWas,the rate of‘intercavitary

pathology found at the time of an eleCtive sterilization

procedure and was amazed to flnd that in fact 1t was a Very

low 1nc1dence of pathology and rarely dld the pathology
interfere w1th the ablllty to 1dent1fy and place the
devrce.

| if“zﬁlthislcase, as Dr Carlghan shomed you,ﬁltf
thlnk there were 11 cases of women undergoing hysteroscopy
in whom dev1ces could not be placed because the tubal ostla
could not be identified and that would 1nclude women who”
had cornual pathology, such as fibroids or polyps, that
would obscure the view of the tubal ostia or perhaps

intrauterine adhes1ons that had scarred the falloplan tube

making them not visible. But as a general rule, the young

woman with no abnormal menstrual‘complaints is unlikely to
have intracaVitary,pathology Which would preclude the
ability to place the devices.

DR SHIRK: If you, say, found a small

submucosal f1br01d would you contlnue to place the dev1ce9
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DR. COOPER: I would.

DR. BLANCO: Dt- Brown?

DR. BROWN: 1In the Volume 1 of what we
received, there was a‘statement made, andrI think it's
also, I believe, on the labeling information that there is
limited to no information sbout subsequent surgical
procedures, including D&Cs; endometrial biopsies,
hysterectomiee, in these‘patients; and my question was in
the follow-up, have you actually'had patients who've had
devices placed that have had to have, say, a D&C for
abnormal bleeding, and do &ou’reCOmmend that those patients
are -- I 1nterpret it was 1mp11ed that at that p01nt They
can no longer reliably rely on this method of contraception
or what do you tell somebody, say, who needs a D&C for
abnormal bleeding, who has had this device in for two
years? Does she need to uee something else?

DR. COOPER: Thank you for I think an important
question. |

We have experience in two of'the four women who
had luteal phase pregnancies,‘chose pregnancy termination.
The procedure was accomplished with a suction D&C. Despite
the fact that the devices had not been worn for the
requisite three-month period of time, in neither case were

the devices disrupted‘with;the suction D&C and women went

on to rely on the Essure dev1ces for long term
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contraception. -

We also have in the commercial population
reports of five women who have undergone D&C for‘evaluation
of abnormal bleeding with no disruption of the device, and
it has been\my experience as a clinician for many years
that the routine evaluationkofdthe woman with abnormal
bleeding generally consistS‘of a papnle endometrial biopSy.
Even a Vigorous and thorough papule endometrial biopsy
probably samples less than four percent of the endometrial
surface. I find it allwbutoimposs1ble to imagine that the

suction that is created with a papule catheter could

dislodge or 1nterrupt a properly placed Essure dev1ce,

\ particularly'giveniits three month period of tlme to allow B

for tissue ingrowth.

DR. BROWN : ”Sbiwhat'do’youmtell“theiﬁatients?
So what would the labelingispecifically‘say about patients
who have to,have these procedures subsequently?

DR. COOPER: I would suggest that women who

experience abnormal uterine bleeding who are wearing this

device or, for that matter, any woman exper1enc1ng abnormal
bleedlng undergo a v1sual evaluation of the uterine cav1ty,‘
to include diagnostic hyster0scopy, and I think that makes
good sense, whether a woman is an Essure deVice—wearer or
not.

_DR. BROWN: Okay. And then, can you comment
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about also the mention that electrocautery should not be
used in women who are hav1ng, I would 1mag1ne
hysterectomies or other precedures?: Is that beeausehof a
risk of burniﬁg or sparking or what? Could you comment
from the biophyéical -- I mean, how would that happen
exactly? |

DR. COOPER: Again, the recommendation or the
labeling suggests that we would -- we don't have enough
information at this point in time, given the length of the -
trial, to speak te this, b@t wemhaVe admonished ortWarned
physicians to hot ﬁse electrocautef?'withih aifour—rf
centlmeter 1ength from the Essure dev1ce,kand we do know
that at hysteroscoplc endometrlal ablation used w1th
rollerball, again 1n the commerc;a;mpopulation, not in the

clinical trial, we know that procedures have been done and

‘have been done safely which would Suggeét’that‘the

physician has visual control of the rollerball electrode
and is keeping’the eleetrode a safe distance from the
device. o ‘

DRL BROWN: What would happen if you touched
the electrode to the coils that are stlcklng into the -- I
mean, what would phys1cally happen°’ f‘” | | ‘ “’ |

DR. COOPER: Let me have Drf Carignah speak to
that. |

DR, CARIGNAN: As we showed you earlier, we had
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quite extensiue prehysterectomy‘and perihysterectomy
studies that were conducted with the devices in’situ.
During those procedures,’eleCtrocautery was used very
commonly. Wefdid recommend thaththey stay clear;of‘the’ 
device for the reasons that Dr Cooper has outlined. In
one instance where the dev1ce was touched where that ball
was a little blanching of the tube. So we do recognize
that with our RF type energles,‘it is likeiy to conduct
when it's touched | |

DR. BLANCO: All right. Let's go ahead and

start wrapplng 1t up because 1t s gettlng tlme for the‘

'break So 1f we have a couple of other questlons of fact

DR.,O’SULLIVAN{ I still am having a little bit
Of'trouble,understanding“how'thié'deuice creates adhesions
in the fallopian tube, yet when the dev1ce is in the o
peritoneal caVity, that doesn t seem to happen Is that
what I'm underetanding, andfifhso}"Why”not?J“ o |

MS. DOMECUS: 1I'll ask Dr. Wright to come to
the podiumkagain since he didhthe histological analyéis of
the devices in both of those categories.

DR. WRIGHT: 1In the tube, probably one of the
initial inciting events'isﬁthepfact'that"you’haVe this

outer coil which expands out and causes, I assume, trauma

to the epithelium and to the plicae extending in from the
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tube wall, into the lumen, and that sort of trauma then
probably starts stlmulatlng the entire 1nf1ammatory
response Wthh then generates the fibrotic response.

In the two tnbes,whlch we have looked at
histopathologically, the tWo‘deViees'Whiéh we process which
were retrievedkfrom the peritoneal eavity;iboth of those
showed some inflammatory infiltrate and some fibrosis
immediately around the inner coil which is where the PET
fibers are. So you're going to have macrophages and
inflammatqry‘eells free infthererithealbcavity. They are
going to sit there. You're going to get some fibrosis.

What we dld not see w1th those from the

sectlons of them was dense adhes1ons and dense flbros1s of

bowel or anything or adlpose tissue tightly adherent to the

~Micro-Inserts. Why we're seeing the difference there, vyet

compared to what you're seeing in the tube, I'm not sure,

unless it's due to the fact that When'it's in place in the
tube, you've eaused damagekwith‘the Quter coil‘generating

this whole cascade of‘events.

DR, OTSULLIVAN{_ Onerast‘question. What was
the longest,periOd,Offtimefoneﬁof_these was rettieVed from
the time of perfbfatidn‘td?the;time'it‘was retrieved? What
was the longest perlod of t1me°

DR. WRIGHT: I d have to ask Chuck because I

was_blinded,tq,all_the wea;ing times and we only unblinded
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S
me to the tubes recently. Chuck, what were the times, the
longest time? |

DR. CARIGNAN: The longest time that we have
with any iteration that used the PET fiberS'in a similar
conflguratlon was actually a patlent w1th the beta de51gn
who just recently had her dev1ces removed after just about
four years of them being in,place, ana”one,ofwthe devices

was in the pouch of Douglas and when the surgeon went in,

he was able to just laparoscoplcally go 1n, 1dent1fy the

device and pull it right out

DR. O SULLIVAN:‘ADO you know why? I mean,

you re st111 assumlng, Dr Wright, that thlS 1s all related

DR. WRIGHT: I:thlnk it's very:different when
vou have a device With'PETffibers'Sittingyin a "closed
cavity" than when you have that same sort of'deVice free in
the peritoneuﬁ;

DR. BLANCO: Letﬂme go ahead because we're
starting to run‘a little late on time, cut it short. You
might just want to consider in some of your
biocompatibility data, youiprObablywdid some studies of
putting the device inside animal models and looking for
adhesions. So maybe you can look that up and see if you
can bring forth any information that might try to answer

that issue on that, and‘thenwl_think_weyhaVeeone question




